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A Consideration of Dermatologic Nomenclature 


RBERT RATTNER, M.D., Chicago 


- One of the most difficult problems I have 
encountered both as teacher and editor has 
been the subject of dermatologic nomencla- 
ture. The subject is challenging and timely 
for there is at present acute and general 
dissatisfaction with much of the terminology 
ow in use. 
I have chosen to consider the subject to- 
rday, not because I have a miraculous solu- 
‘tion, but rather with the hope of stimulating 
‘much needed thought and discussion which 
‘should lead eventually to definitive action to 
‘simplify what a student recently character- 
ized as “the overwhelming terminology.” 
Recently, Williams? in his brilliant cri- 
‘tique of dermatologic teaching stated that 
“there are 15,000 ways for a human being 
‘to be ill, and of these more than 400 derma- 
‘tologic ones are listed in the ‘Standard 
Nomenclature of Disease and Operations,’ 
‘not to mention the unlisted dermatoses which 
‘must number several times 400.” The ter- 
_minology and classification of these diseases 
he describes as confusion confounded. As an 
example of the cluttered maze presented to 
‘the student Williams cites the following: 
j dermatitis venenata, contact dermatitis, con- 
‘tact eczema, dermatitis eczematodes, neuro- 
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dermatitis, atopic dermatitis, atopic eczema, 
and Besnier’s prurigo. 

Pillsbury et al. share in what they term 
a “current wave of revulsion against much 
of the archaic and often pompous jargon 
with which clinical medicine is burdened.” 
Ormsby and Montgomery, Sutton, An- 
drews, Leider, Becker and Obermayer, and 
numerous others have also expressed dis- 
satisfaction with current dermatologic no- 
menclature: such comments as too many 
eponyms, not based on physiologic or patho- 
logic backgrounds, too much concerned with 
minutiae, obsolescence, unwieldiness. 

Certainly examples can be cited to support 
each of these charges, and as the purpose of 
nomenclature is to facilitate the interchange 
of knowledge, to be a means of scientific 
communication, every effort should be made 
by dermatology to overcome these objec- 
tions. It is, unfortunately, more easily said 
than done, for the problem is an old one 
which has existed since before the time 
of Hippocrates. The subject is highly 
complicated, involved as it is with etymology, 
philology, usage, tradition, medical history, 
etc., and one that, paradoxically, time and 
progress complicate rather than alleviate. 

The English language, it has been noted, 
“was influenced by the history of invasions 
and migrations so that it is a mixture of | 
Celtic, Norman French, Scandinavian, 
Latin, Greek, German, and Asiatic words 
and phrases.” 2 What is true of the English 
language generally is also true of derma- 
tological terminology. To track down the 
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etymological origin of medical terms used 
by English-speaking people is, therefore, a 
difficult and complex problem, if not an im- 
possible one. The difficulties are, of course, 
increased when one must consider, in addi- 
tion to the mixed language, the uncertain 
origins of the terms and the staggering ac- 
cumulation of both medical knowledge and 
medical literature over the years. 

There is withal much of historical interest 
in medical terms. As Pepper points out in 
his delightful “Medical History in Medical 
Words,” * “the history of medicine is well 
revealed when it is approached from the 
neglected angle of the terminology of the 
past. The various national influences may 
be observed in the changes in meanings of 
words that went on all the time’’—and he 
cites many illustrations of it. “The word 
condyloma was derived from the Greek 
word meaning a knob and thus became 
associated with hard warty growths about 
the anogenital region—the term now encom- 
passes fleshy excrescences in this area 
whether hard or soft. Leprosy, in Greek, 
because it meant a scaly disease, was applied 
to many conditions, notably psoriasis. As 
physicians learned more about it, an attempt 
was made to change the name to leontiasis, 
to elephantiasis, and eventually to a con- 
fusion of terms.” 

Medical terminology not only furnishes 
fascinating sidelights on medical history—on 
epochs, on individuals, and on the growth 
of scientific knowledge—it has a history of 
its own. 

It is to Hippocratic writings that we must 
turn for the first appearance of much of 
our. medical vocabulary, and Hippocratic 
teaching also influenced the first attempts at 
classification of disease into Blood, which 
represents heat; Black Bile, which repre- 
sents wetness; Yellow Bile, dryness; and 
Phlegm, cold. 

Problems of classification and nomencla- 
ture have concerned students ever since then, 
particularly during the 18th and 19th cen- 
turies. Just 100. years ago, in 1857, the 
Royal College of Surgeons of London ap- 
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pointed a committee to prepare a Nomen- 
clature “as there was none considered 
adequate.” Their “Nomenclature of Dis- 
ease,” compiled on an anatomic basis with 
equivalent terms in Latin, French, and Ger- 
man, was actually the first classification com- 
parable to our present-day systems. Since 
then, there have been many variations of 
classifications and nomenclatures—nine in 
the U. S. alone—but none, it seemed, met 
the need. None of them was based on a con- 
sistent plan or scientific approach; almost 
daily modifications were necessary, and soon 
the Nomenclature had lost all resemblance to 
the original, changing gradually from the 
first stages of “rheum” and “marasma’’ to 
those of highly scientific, anatomically, histo- 
logically, and etiologically correct expres- 
sions of disease—a slow process that is still 
advancing and one which will continue to 
do so to keep pace with increased knowledge. 

Some 30 years ago Dr. George Baehr,‘ a 
trustee of the New York Academy of Medi- 
cine, spearheaded a movement which, under 
the instrumentation of the Academy, 
brought about the cooperation of all groups 
interested in medical terminology. The de- 
velopment of a National Nomenclature of 
Disease was formulated with a basic plan 
which provided for a dual method of classi- 
fication, etiologic and topographic—a plan 
which, with modifications dictated by ad- 
vances in medicine, has withstood the test of 
time. Ten years later, in 1937, by general 
agreement of all organizations concerned, 
the American Medical Association under- 
took to supervise the nomenclature. The 
“Standard Nomenclature of Disease” was 
formulated and published, and by a process 
of a great deal of study, gradual evolution, 
and periodic revisions, the “Standard No- 
menclature of Diseases” was enlarged to 
include a “Standard Nomenclature of 
Operations” and was organized into special- 
ty sections. Currently it has the greatest 
general acceptance ; it is used by some 879 
of hospitals in this country, The 12 pages 
in Standard Nomenclature that are limited 
to skin diseases list some 400 diseases—there 
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must be an equal number scattered through- 
out other sections of the book. 

Terminology should be based, if possible, 
as it is in Standard Nomenclature, on de- 
scription, on causation of disease, and on 
topography, as, for instance the disease 
monilial paronychia. Unfortunately, this is 
not always possible, for the skin cannot be 
dissociated from the body as a whole, and 
too often a single causative factor is likely 
to provoke reactions in several systems or 
tissues simultaneously. Another difficulty 
is that skin lesions occur on the surface, 
where they are readily observed and de- 
scribed, frequently in cases where causative 
factors are unknown and the descriptive 
names which have been given to such dis- 
eases are graphic enough to be diagnostic, 
such as scarlet fever or exfoliative derma- 
titis. Conversely, descriptive names in the 
course of time often lose their accuracy as 
new knowledge changes or gives new mean- 
ing. Psoriasis, for example, at first applied 
to an itchy disease; it does not today. “The 
word pemphigus from the Greek pemphix, 
originally: meant many things—a pustule, a 
blister, a breath, blast, drop, cloud, or 
ghost. Descriptive nomenclature is thus not 
always accurate; it is sometimes dependent 
upon the judgment of translators. Another 
translator might well have given the name 
pemphigus to what is now called pustular 
impetigo.” ® 

The little knowledge of the origin of 
terms, the changed meanings of many of 
them, our ignorance with respect to the 
cause of many diseases, the confusion of 
tongues, and the lack of agreement with 
respect to pathogenesis in many cases are 
important but not the only causes for some 
of the bewilderment of present-day derma- 
tologic terminology. 

The matter of usage is, in fact, the most 
important factor in the preservation of 
much that is said to be undesirable in 
modern terminology. In fact, usage deter- 
mines most of medical nomenclature and 
it cannot be disregarded, for it implies an 
area of acceptance by all concerned. The 
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purist might claim that there is little justi- 
fication for the term syphilis, for it is 
derived from the name of a mythical shep- 
herd in a poem by Fracastoro and is neither 
indicative nor descriptive of the disease. 
Yet the name has survived language bar- 
riers and time; it is entrenched and immor- 
talized in medical history and literature; it 
has universal use and it would be difficult 
to change. If the name should ever be 
forgotten, it will be as a result only of 
the eradication of the disease—and in this 
instance rightfully so. 7 

The origin of the term alopecia is not 
clear. It was derived from the Greek word 
for a fox, either because the fox is subject 
to bald spots, or because the urine of the 
fox was said to make areas bald or barren 
for a year, or because alopecia was a kind 
of mange or distemper that occurs in foxes. 
It is an old term said to have been used 
first by Hippocrates. It has been used 
ever since. This term also has universal 
acceptance. No one, I believe, would want 
to discard it for the more accurate name 
baldness. 

Similarly, lichen planus, impetigo, acne, 
psoriasis, and a host of others are names 
which do not rest on the firm foundations of 
either causative factor or chemical proc- 
esses, yet usage has established for them a 
certain degree of reverence—they will not 
easily be changed, nor should they be 
changed. 

As important perhaps as usage as a deter- 
rent toward simplification of dermatologic 
terminology is the newer concept whereby 
the syndrome is replacing the older rigid 
boundaries of disease, an awareness that in 
more and more diseases a number of char- 
acteristic symptoms affecting various struc- 
tures occur together. Many of them have 
eponymic names—Rothmund’s syndrome, 
Reiter’s disease, and other disease-entities 
which are distinctive but poorly under- 
stood, so that they cannot be labeled with 
a term of scientific significance. One would 
expect that the more we learn of a disease, 
the more self-explanatory should be the 
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terminology, but in many cases the result 
is quite the opposite. Urticaria pigmentosa 
is a case in point. For many years it served 
as an excellent morphologically descriptive 
name for a disease thought to be limited to 
the skin. Now that we have learned that 
the lesions may not invariably be pigmented 
and that the disease may involve also bone 
and other structures the term is inaccurate, 
but a better one has not yet been proposed. 

It is a fact, nevertheless, that eponymic 
neologisms are mushrooming at a deplor- 
ably rapid rate. One medical dictionary 
lists some 190 eponyms and some 33 syn- 
dromes in which the cutaneous changes are 
a prominent part. And though the use of 
eponyms is to be decried, the sad fact is 
that it would seem just as easy to learn the 
term Behcet’s disease as to learn the term 
triple symptom complex, and the suggested 
change to aphthosis for Behcet’s disease 
does not, of course, exclude the common 
aphthous lesions. 

“Down with eponyms” is a phrase heard 
with increasing frequency, not only in der- 
matology but in all other branches of medi- 
cine, every one of which, incidentally, is 
confronted with the complex problems of 
terminology. Oncologists are most un- 
happy about theirs, and even the biochem- 
ists are undecided as to whether to call 
“those things” lipids, lipoids, lipins, or 
lipines. The case for eponyms® is said to 
be that they draw attention to the person 
or persons whose work has resulted in new 
knowledge or skill; they commemorate these 
deserving persons and secure for them a 
rightful place in the history of medicine. 
They therefore direct attention to a disease 
with greater force than would otherwise 
be the case. On the other hand, a man’s 
name does not bear logical connotation 
either as to functional or structural abnor- 
mality, to chemical process, or to any other 
quality or quantity relating to disease, and 
there is risk that, as the already excessive 
number of eponymic names continues to 
increase, any discussions with regard to 
diseases is likely to become essentially an 
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exercise in memory. Besides, it is an un- 
happy fact that sometimes men have become 
undeservedly immortalized while others of 
greater fame, who have made epochal con- 
tributions, have failed to leave such lasting 
monuments. Then, too, eponymic struc- 
tures on occasion have been built on erro- 
neous priority claims, sometimes even on 
grounds of patriotism, as, for instance, the 
designations Graves’s disease (English), 
Basedow’s disease (German), and Flajani’s 
disease (Italian) for exophthalmic goiter, 
which apparently was first observed by the 
English physician Calel-Hillier Parry.” 

Eponyms, therefore, it is generally 
agreed, should be discarded, and, in fact, 
Standard Nomenclature no longer lists them 
separately, but they cannot all be discarded. 
Again there must be exceptions. Because 
of the long association of name and disease 
it would be impossible to rename Hodgkin’s 
disease or Raynaud’s syndrome. The term 
Ehlers-Danlos syndrome describes a picture 
much more completely than does cutis hy- 
perelastica, which is often confused with 
cutis laxa. 

The charge that dermatologic nomencla- 
ture is often cumbersome and lacks sim- 
plicity is, of course, a valid one. Certainly 
the name perifolliculitis capitis abscedens 
et suffodiens must plead guilty on at least 
three counts—it is pompous, unwieldy, and 
anything but simplified; a better name per- 
haps would be canalizing pyoderma of the 
scalp or even suppurative hidradenitis, 
provided one accepts the pregnant observa- 
tion that any apocrine glands found in the 
scalp are ectopic. The euphonious erosio 
interdigitalis blastomycetica is open to the 
same charges, as are dermatitis papillaris 
capillitii, pityriasis lichenioides et varioli- 
formis acuta, chondrodermatitis nodularis 
chronica helicis and so on down the list. 

The committee on Nomenclature of the 
American Academy of Dermatology and 
Syphilology, under the chairmanship of Dr. 
S. William Becker, has suggested that “in- 
asmuch as English has assumed the role, at 
least unofficially, of an international lan- 
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guage, and the abstract journals, Excerpta 
Medica are published in English, the termi- 
nology should as far as possible be con- 
verted to English.” The committee 
suggested also that the A. M.A. “Standard 
Nomenclature of Diseases and Operations” 
should be used as a baseline and that the 
use of eponyms be discouraged. In addition 
to their cautious use of qualifying terms 
as “if possible’ and “discouraged,” the 
committee realistically recognized that there 
are many areas upon which there cannot 
be agreement at present. They very wisely 
suggested not tampering with age-old terms 
such as acne, psoriasis, or pemphigus but 
concentrating first on changes to which 
there might be ready agreement; their first 
suggestion was to discard the name urticaria 
pigmentosa and supplant it with masto- 
cytosis, pigmented and _  nonpigmented, 
which, of course, does not take into con- 
sideration the entity mastocytic leukemia. 
When the term mastocytosis was used in 
a lecture recently, one student asked what 
was its relationship to the breast. 

The suggestion that terminology be angli- 
cized as far as possible has much to be said 
for it, for English is rapidly becoming the 
language of science. There is an active 
body of opinion in favor of the change; an 
equally strong force opposes the suggestion 
on the ground that dermatology is world- 
wide, not national, and its terminology, it is 
suggested, should be universal if we are to 
avoid confusion. Latin terms, acceptable 
to all, would, they say, be the ideal basis 
for a universal terminology, but unfortu- 
nately today very few premedical curric- 
ulums include or require Latin and Greek. 
Serious consideration should be given to 
the suggestion to anglicize the nomencla- 
ture—in fact, the change is already taking 
place subtly in all of medicine. 

Pillsbury, Shelley, and Kligman*® have 
taken a commendably bold step in the direc- 
tion of simplifying things by discarding 
about one-third of the old commonly used 
terms without, they believe, any real loss 
to dermatology, and by uncoupling the term 
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vulgaris from such age-old names as acne 
vulgaris, psoriasis vulgaris, pemphigus and 
verruca vulgaris. The term vulgaris serves 
a useful purpose—it is a good term if used 
correctly to apply to the common variety 
of the disease. But it is unnecessary, and 
vulgaris appears to be disappearing from 
dermatology’s language as an evolutionary 
process, not by fiat. Nevertheless, what 
these authors have proposed constitutes a 
significant contribution to the problem in 
that it serves as a starting point to the goal 
of clarification of the entire problem. 


Perhaps a good course to follow would 
be to start with the problem as it affects 
the undergraduate medical student and to 
leave obscure terms and terms on which 
there is lack of agreement for later refine- 
ments. To that end and for the sake of 
simplicity and clarity, without sacrifice of 
accuracy, a beginning might be made with 
the following: 


Several terms are now used for one entity— 
leukoderma, vitiligo, achromia, and hypomelanism. 
The term leukoderma could serve for all, but, 
because there are very slight differences patho- 
genetically and histochemically between leukoderma 
and vitiligo, both terms, leukoderma and vitiligo, 
and only those two should be used. 

The terms dermatitis, eczema, dermatitis 
eczematodes, neurodermatitis, atopic dermatitis, 
atopic eczema and Besnier’s prurigo, etc. confuse 
not only the student but also the seasoned der- 
matologist. All eczema is dermatitis, but not all 
dermatitis is eczema—there are significant his- 
tologic and biologic distinctions. Perhaps, there- 
fore, a more practical solution would be to call 
everything in this group dermatitis with the ad- 
dition of important qualifying terms such as ir- 
ritant, allergic, eczematous, seborrheic, varicose, 
etc—an oversimplification perhaps, but useful, 
and one that should be given consideration, even 
though it is generally held that the term eczema 
is too deeply set in dermatologic nomenclature to 
be uprooted. 

Change mycosis fungoides to granuloma fun- 
goides; there is nothing about the disease to sug- 
gest that it is due to mycotic organisms. 

Follow Pillsbury’s suggestion to uncouple herpes 
from zoster and avoid confusion with herpes 
simplex. 

Change erosio interdigitalis blastomycetica to 
moniliasis; torulosis to cryptococcosis; pityriasis 
versicolor to tinea versicolor. 








Retain the term scleroderma instead of the 
suggested systemic progressive sclerosis—the stu- 
dent will confuse the latter with multiple sclerosis 
—use the name localized scleroderma instead of 
morphea. 

Replace chondrodermatitis nodularis chronica 
helicis with nodular chondrodermatitis of the ear. 

Employ the term alopecia areata for all of its 
various manifestations, and avoid special names, 
as ophiasis, for unusual patterns. 

Use lichen planus for all of its various mani- 
festations and not names like lichen planopilaris 
for unusual manifestations. 

Use acute parapsoriasis instead of the cumber- 
some pityriasis lichenoides et varioliformis acuta; 
it is much simpler. 

Solar or actinic elastosis is more accurate than 
senile elastosis; for the same reason sebocysto- 
matosis is preferable to the term steatocystoma 
multiplex, and nevoxanthogranuloma would be 
an improvement over nevoxanthoendothelioma. 

Discard the term keratoderma blennorrhagicum. 
It is probably Reiter’s disease. 

Let us not tax an already overburdened nomen- 
clature with a new term such as pemphigoid. The 
matter of acantholysis is still in debate, and the 
terms pemphigus benign, malignant, etc., should 
suffice. 

Lever’s proposal of the term purpura pigmentosa 
progressiva or, better, progressive purpuric pig- 
mented eruption to replace the four names 
Schamberg’s disease, purpura annularis telangiec- 
todes, angioma serpiginosum, and pigmented 
purpuric lichenoid dermatitis of Gougerot and 
Blum, should be adopted. 

Consideration should be given to the suggestion 
of Pinkus to employ the term reticulogranuloma 
for the group consisting of Letterer-Siwe disease, 
Hand-Schiiller-Christian disease, and eosinophilic 
granuloma. 


These are just a few examples of where 
a beginning might be made. There are, of 
course, others, and too, there are innumer- 
able terms and areas which clamor for 
change but which must await further clari- 
fication. 

A violent champion of precision might 
defend an interminable name such as dis- 
tinctive lichenoid and discoid chronic der- 
matosis of Sulzberger-Garbe, but such a 
name brings ridicule down on dermatology. 
In this instance the eponym Sulzberger- 
Garbe disease would be preferable. The 
terms sebaceous adenoma and adenoma 
sebaceum require clarification. An area of 
profound confusion is that which embraces 
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follicular lymphoma, lymphocytoma cutis, 
lymphocytic infiltration of the skin, Spieg- 
ler-Fendt sarcoid, lymphocytic lupus ery- 
thematosus, and polymorphic light eruption. 

Not all eponyms need be discarded. Fox- 
Fordyce disease is preferable to the long 
name chronic itching papular eruption of 
the axillae and pubis. Nothing better has 
been suggested to replace names as Reiter’s 
disease, Hodgkin’s, Rothmund’s, Werner’s, 
or Raynaud’s disease, though Weber-Chris- 
tian disease might well be replaced by nod- 
ular panniculitis (Pillsbury). 

We hear lately of pathergic granuloma- 
tosis, a term which is said to embrace 
malignant granuloma of the face, giant-cell 
granuloma, Wegener’s granulomatosis and 
Loeffler’s syndrome. We read such terms 
as. storage disease, viscerocutaneous | col- 
lagenosis, and the acroscleroses, all of them 
useful terms but only for communication 
among those already thoroughly familiar 
with the individual components of each 
group of diseases. It would seem illogical 
to discard terms such as lupus erythema- 
tosus, scleroderma, or dermatomyositis for 
viscerocutaneous collagenosis even though 
they appear to be related histologically. 
They do differ clinically. In defense of this 
utter confusion is the fact that as derma- 
tology has evolved so has its terminology 
developed, and dermatology has never been 
static. 


Summary and Conclusions 

Criticisms have been directed against der- 
matologic nomenclature on the: grounds of 
unwieldiness, obsolescence, pomposity, rev- 
erence for eponyms, etc. These are all 
justified criticisms. They arise from the 
fact that the nomenclature is involved with 
factors such as etymology, philology, medi- 
cal progress, and more important than all 
other factors, upon usage. Then too, many 
dermatologic lesions are in fact cutaneous 
manifestations of syndromes affecting other 
structures, and for them new eponymic 
terms are introduced. The cases both for 
and against the use of eponyms are given 
with the conclusion that the constant in- 
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crease in their number is to be deplored 
but that those which cannot be replaced 
by better names should not be changed for 
the sake of change only. Names such as 
Hodgkin’s disease and Raynaud’s disease 
have stood the test of time, and better 
names have not yet been suggested for 
some such as Fox-Fordyce disease. The 
same may be said for certain descriptive 
terms as scarlet fever and exfoliative der- 
matitis, and other names like syphilis, acne, 
and psoriasis which do not have scientific 
basis should also be retained. 

Conversely, the number of terms which 
should be changed or eliminated on one 
ground or another is large. It is suggested 
that our first concern should be with under- 
graduate students, and attention should be 
given in the direction of simplification, even 
oversimplification to those terms which con- 
fuse them, such as eczema, dermatitis, 
vitiligo, and leukoderma. Attention is di- 
rected to some names which should be 
either changed, discarded, or avoided and 
to others that require clarification or reclas- 
sification. ; 

The recommendations of the American 
Academy of Dermatology merit endorse- 
ment: that the terminology be changed 
gradually to English as far as it is possible; 
that the A. M. A. Standard Nomenclature of 
Diseases and Operations serve as a base- 
line from which to inaugurate changes, and 


even though it serves to reflect rather than | 
' to establish usage, Standard should serve 


also in the role of authority. 
Nomenclature should not be bound down 
too firmly by precisionists. It should not 
be changed too quickly or too drastically, 
and we should be slow to set aside descrip- 
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tive terms or those which have had years 
of usage. On the other hand, even usage 
should be dislodged if an astute mind con- 
jures up something’ really better. But it 
must be better, for change for the sake of 
change alone might make of us what Thur- 
ber calls psychosemanticists.? The fact is 
that the nomenclature was evolved pari 
passu with the development of dermatology 
and that the more known of a complex 
discipline such as dermatology the larger 
and more precise its terminology. Imper- 
fect as it is, actually the large and impres- 
sive dermatologic nomenclature should 
constitute a justifiable source of pride. A 
complete overhauling of the terminology is 
not required; all it needs actually is a bit of 
pruning and tidying up. 
104 S. Michigan Ave. 
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The Effect of Dermabrasion on Fingerprints 


A Preliminary Report 


JAMES W. BURKS Jr., M.D., New Orleans 


The observations herein recorded were 
made during studies, which are still in 
progress, of the effect of dermabrasion on 
the dermal components of the skin. 


A fingerprint is the impression made on 
any surface by the epidermal ridges of 
the distal phalanx of a finger. Because of 
the variability of the features in a single 
ridge and the diversity of patterns from one 
ridge to another, it is unlikely that any two 
patterns are identical. According to Hale,? 
this basic dermatoglyphic configuration is 
completed at about the 18th or 19th week 
of fetal life and thereafter changes only 
in growth. Those further interested in the 
subject of dermatoglyphics may consult 
the pioneer classical reports of Cummins 
and Midlo.? 

Earlier studies have shown the pathologic 
state of the healed, planed site to resemble 
that of a scar without the clinical appear- 
ance of cicatricial tissue.* During the first 
week after planing the epidermis may be 
hypertrophic and may contain ill-formed 
“pseudopegs” extending into the dermis; 
months or years later no normal residual 
pegs or dermal papillae will remain, These 
observations resulted from examination of 
nonvolar skin planed at anatomic sites 
where regeneration was assured by an 
abundance of appendages, especially of the 
pilosebaceous type. Volar skin, devoid of 
such appendages, would regenerate solely 
from sweat appendages and epithelium bor- 
dering the wound. Except for delayed heal- 
ing, however, the final result of planing of 
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volar skin should be comparable to that 
of other anatomic sites, i. e., an epidermal- 
dermal junction without the normal dermal 
papillae necessary for formation of char- 
acteristic ridges. Even when papillae recur, 
the alteration of basic collagenic patterns 
would modify the configuration of the 
fingerprint. 


Report of Cases 


CasE 1—A white male elevator operator, aged 
53 years, was under treatment at Charity Hospital 
of Louisiana for arsenical keratoses. Latent 
and rolled prints of the volar surface of the distal 
phalanx of his right fifth finger, which contained 
a small keratotic lesion, were made by me and by 
law enforcement officers (Fig. 1). After anes- 
thetization of the finger tip by injection of a 2% 
solution of procaine hydrochloride, the area sur- 
rounding the lesion was frozen with a mixture of 
ethyl chloride and Freon and was planed with a 
Kurtin wire brush to a depth at which minute 


herniations of yellow fat appeared (Fig. 2). Ac- 


cording to Cummins and associates,’ the critical 
depth necessary to accomplish obliteration without 
subsequent regeneration of ridges is 1 mm. Because 
of previous difficulty in obtaining suitable candi- 


_dates for this procedure, however, planing in this 


patient was carried deeper than was considered ab- 
solutely essential, so as to insure complete removal 
of patterns. Care was taken to plane the entire 
volar and lateral surfaces that were fingerprinted. 
An antibiotic, absorbable gelatin (Gelfoam*) pow- 
der, and Telfa nonadherent strips+ were applied 
daily for four days, after which only Telfa gauze 
was used as a dressing. 

On the 23d day after planing the crust was easily 
removed. The underlying skin was pink, did not 
have the appearance of a scar, and was devoid of 
ridges. Pre- and postplaning fingerprints were 
made by me as well as by fingerprint experts at 
intervals of 3, 12, and 24 weeks (Fig. 3). 


* Gelfoam Powder, The Upjohn Company, Kala- 
mazoo, Mich. 

+ Telfa nonadherent strips, Bauer & Black, Divi- 
sion of Kendall Company, Chicago. 
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Macroscopic examination of the planed site 
showed it to be of the same size as the unplaned 
contralateral fifth digit. The entire palmar and 
lateral surfaces were alike in both fingers. The 
planed finger was smooth, slightly pinker, and 
without visible ridges. A few minute telangiectatic 
vessels, which appeared after planing, had dimin- 
ished in prominence, (Fig. 4). Minute milia, which 
had appeared three weeks after planing, were no 
longer present. On examination of the area with 
a hand lens, the normal arrangement of whorls 
was seen to be replaced by minute, thin, criss- 
crossed and parallel linear markings similar to 


Fig. 2.—Depth of plan- 
ing in Case 1. 
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Fig. 1.—Fingerprints 
of Patient 1. Unplaned 
fifth digit. 


those on the dorsal surface of the web between 
the thumb and index finger. 

The patient himself did not observe any differ- 
ence between the planed and unplaned fingers 
insofar as appearance, motion, or reactions to heat 
and cold were concerned but did notice more acute 
sensitivity to touch in the planed finger. Identifica- 
tion experts considered the postplaning fingerprints 
worthless in establishing the identity of the subject 
or even in their general classification. 

Case 2.—A Negro male laborer, aged 55 years, 
had diffuse arsenical keratoderma of his palms, 
for which a therapeutic trial of planing was recom- 











Fig. 3.—Fingerprints 
of Patient 1. Fifth digit 
after planing. 


mended. The volar surface of the distal phalanx 
of the fifth finger was planed, according to the 
method described in Case 1, to an estimated depth 
of 1 mm. Prints taken six months after planing 
showed the results to be similar to those obtained 
in the first patient. 


Comment 


According to Cummins,‘ the texture of 
dermal ridges may be destroyed in one of 
the following ways: (1) corroding or sear- 
ing the cutaneous surface by application of 
strong acids, alkalis, or a cautery, (2) 
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abraiding it with a rasping device, or (3) 
cutting the skin by vertically incising, par- 
ing, or lacerating it. Attempts by criminals 
(John Dillinger, Gus Winkler, Jack Kutas, 
and others) to obliterate their fingerprints 
by tampering with them have not only been 
unsuccessful but have even resulted in more 
positive incriminating marks.* 

Even though transplantation of skin of 
the finger tip by grafting may conceivably 
be accomplished by a skilled plastic surgeon, 
telltale operative marks would ensue at both 


Fig. 4—Unplaned and 
planed fifth digits of Pa- 
tient 1 thirty-six weeks 
after planing. 
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donor and grafted sites, according to Upde- 
graff. Here, as in previous techniques for 
effacing the convolutional design, any suc- 
cess achieved would invalidate only the 
latent or casual print but would not nullify 
the identifying value of the complete or 
rolled print used in routine fingerprinting. 
As pointed out by Cummins,‘ the result of 
these various attempts at obliteration would 
have been more successful had the whole 
series of digital patterns been completely 
destroyed, with no trace left for comparison 
with recorded prints. 

The results herein reported will be some- 
what disconcerting to workers in the field 
of identification, who rely heavily on the 
ever-increasing bulk of recorded prints and 
who advocate making universal fingerprint- 
ing mandatory. Supplementary prints of 
the palm and sole were suggested by Up- 
degraff 5 but were considered unnecessary 
by Cummins; these would be useless, obvi- 
ously, if all volar ridges were destroyed. 
Certainly any augmentation of the existing 
tremendous bulk of records based on an 
alterable system of patterns would seem im- 
practical. The potential inconsistency of 
fingerprints renders positive identification 
by this means uncertain and thus has legal 
implications that will undoubtedly affect 
certain judicial decisions. 

Whereas the fictional criminal may gain 
escape through use of “do-it-yourself kits” 
or through the services of a physician, who 
then becomes an accomplice, the real-life 
legal fugitive usually thus avoids apprehen- 
sion only temporarily. Other equally satis- 
factory methods are available for recognition 
of such criminals. Furthermore, the very 
absence ef ridge patterns on the volar skin 
reflects an attempt to conceal identity. The 
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dermatologist must guard against the haz- 
ard of abetting criminals who seek their 
services for removal of their fingerprints. 
On the other hand, his recognition of the 
clinical and pathologic state of planed skin 
will serve a wide and worthy function in 
the administration of justice. 


Summary 


The basic dermatoglyphic configurations 
of volar skin have heretofore been con- 
sidered permanent and have been used as 
an unalterable and unduplicative means of 
identification. This preliminary report, 
which describes the alteration of these pat- 
terns by dermabrasion, vitiates the principle 
of fingerprinting and, therefore, has impor- 
tant medicolegal implications. The services 
of the dermatologist may be sought by the 
criminal in an attempt to efface fingerprints 
and other signs of identity. They may, on 
the other hand, prove valuable to adminis- 
trators of justice in determining the clinical 
and pathologic state of planed skin. 


Maison Blanche Building (16). 
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The Epidermal vs. the Dermal Fingerprint 


An Experimental and Anatomical Study 


HAROLD PLOTNICK, M.D., and HERMANN PINKUS, M.D., Detroit 


Introduction 

Fingerprint experts hold that the dermal 
print is of considerable practical importance 
in establishing the identity of bodies when 
the epidermis has been altered by such 
processes as maceration, desiccation, mum- 
mification, or putrefaction.! The dermal 
print, though finer and less clear-cut than 
the epidermal one, possesses the same ridge 
details as the outer surface layer of the 
epidermis and is just as effective for identifi- 
cation purposes.” 

Review of the available literature has 
failed to reveal any detailed studies sup- 
porting this viewpoint. Through the employ- 
ment of clinical and criminologic laboratory 
methods we believe that we have been able 
to demonstrate that this concept is true and 
valid. 

The diagrammatic reproduction of the 
volar ridged skin of the finger (Fig. 1) by 


Submitted for publication July 5, 1957. 
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State University College of Medicine, and the 
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This study was undertaken as a result of the 
interest in this problem on the part of Robert J. 
Roth, Supervisor, Massachusetts State Bureau of 
Identification, Boston. 

This report grew out of an actual case in Boston 
in which one of us (Dr. Pinkus) was consulted 
by the police department and asked to explain the 
anatomical basis of the differences between epi- 
dermal and dermal fingerprints. The police had 
found the body of a man and suspected that he had 
been murdered by his wife and dumped into the 
water. All the skin had come off the fingers, but 
prints were taken from the denuded dermal sur- 
faces. It was up to the police to convince the jury 
of the identity of these prints with ordinary prints 
on file. They built up a nice case with the informa- 
tion supplied, but the wife confessed just before 
the trial opened and so all the effort had been for 
naught. 
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F. Pinkus* served as a starting point in 
our studies. It shows that for each super- 
ficial ridge (crista) there are two dermal 
papillae supporting it from below. Histologic 
examination of sections of adult ridged skin 
presents a rather complicated picture, but 
sections of a premature infant’s finger show 
a much simpler pattern (Fig. 2) and confirm 
this concept. 

Employing a three-dimensional view, as 
it is offered in Horstmann’s‘* photographs 
of a sheet of adult ridged epidermis seen 
from below (Fig. 3) and the corresponding 
upper dermis seen from above (Fig. 4), 
one can visualize that beneath the entire 
length of a superficial crista the dermal 
papillae appear to be arranged in double 
rows, simulating mountain ranges with 
their secondary ridges and valleys. 

On the basis of this concept we under- 
took to demonstrate experimentally that 
after removal of the epidermis the dermal 
papillary surface can be printed or photo- 
graphed and the imprint, aside from being 
double, corresponds precisely to the epi- 
dermal ridge pattern. 


Materials and Methods 


The materials employed in the project consisted 
of recently amputated fingers and toes from the 
operating rooms of the Receiving Hospital of the 
City of Detroit, fingerprinting ink, a glass plate, 
and Federal Bureau of Investigation’s fingerprint 
identification cards. 

The epidermal ridge surface of the digit was 
rolled over the thinly inked glass plate. The digit 
was then placed on the fingerprint card and rotated 
in a clockwise manner, establishing an imprint. 
Subsequently the specimen was immersed in a 0.25% 
acetic acid solution for 72 hours in order to produce 
separation of the epidermis from the dermis. It 
was then washed with distilled water. The mac- 
erated epidermis was gently peeled away with a 
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Fig. 1—Schematic reconstruction of the volar aspect of the skin of the finger (F. Pinkus). 


Fig. 2.—Photomicrograph of premature infant’s finger emphasizing single superficial crista 
with two papillae supporting it from below; reduced about 41% from mag. X 350. 
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Fig. 3—Sheet of adult ridged epidermis (finger) seen from below. X denotes a deep 
intermediate crista. Honeycomb areas represent spaces for papillary projections. (Photo- 


graph reproduced with the permission of E. Horstmann, Institute of Anatomy, Kiel, Germany. ) 


Fig.-4.—View of the upper dermal surface (finger) showing papillae in double rows. 
oe reproduced with the permission of E. Horstmann, Institute of Anatomy, Kiel, 


Germany. ) 
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tissue forceps, leaving a clean surface which 
represented the upper dermis. Histologic examina- 
tion of such a prepared specimen revealed the 
complete absence of epidermis. The digit was 
dried by repeatedly rolling it over absorbent paper 
toweling until no visible moisture remained. A 
somewhat thicker layer of fingerprint ink than is 
normally employed was applied to the glass plate 
to assure the adherence of a heavier film of ink on 
the dermal surface. After it was inked, the digit 
was rolled over the fingerprint card. Because of 
the thicker layer of ink on its surface, less pressure 
was needed to make an imprint of the dermis. 
The application of normal pressure in this instance 
caused smudging and loss of pattern detail. 

The dermal ink print and its epidermal counter- 
part were photographed and then enlarged. In the 
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Fig. 5A.—The epidermal fingerprint with single-line ridge pattern. Key: ridge ending 
1, 7-15, and 19-21; bifurcation 2-6 and 16-18; enlarged 3.5 times from original ink print. 
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prints illustrated (Figs. 5A and 5B) 21 points of 
comparison were established. 


Comment 


Personal identification by fingerprints is 
possible because normally the friction sur- 
faces of the human hands and feet are 
covered with a skin structure that takes the 
configuration of patterned ridge formations. 

Fingerprint designs are classified accord- 
ing to the Galton-Henry method into four 
main groups: arches, loops, whorls, and 
composites. The ridges composing these 
designs are in four major types of minutiae 
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Fig. 5B.—The dermal fimaper peti corresponding to Figure 5A displaying the double-line 


ridge pattern. Twenty-one points of 
illustrated. Key: 
times from original ink print. 


—dots, ridge endings, bifurcations, and 
enclosures.® 

Through the employment of Figures 1 
through 4 as points of reference it can be 
visualized that when the complete epidermis 
is removed a double set or row of papillae 
for each epidermal crista remains. When 
the dermal surface is inked, the imprint 
(Fig. 5B) consists of a double line rather 
than the usual single-line ridge pattern. The 


dermal print is identical with the epidermal 
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comparison 
ridge ending 1, 7-15, and 19-21; 


between Figure 5A and Figure 5B are 
bifurcation 2-6 and 16-18; enlarged 3.5 


one (Fig. 5A) in all details except that the 
ridges in the former appear split or double 
as well as finer. 

In the preparation of the specimen for the 
dermal impression the digit must be heavily 
inked and rolled over the card with minimal 
pressure. Otherwise the double-row papil- 
lary ridge pattern, which is characteristic of 
the dermal print, is not obtainable. 

Although 12 characteristics are ample to 
make an identification, it is neither claimed 
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nor implied that this number is required.' 
In the example illustrated 21 points were 
demonstrated. 


Conclusions 

The assumption by fingerprint identifica- 
tion workers that a dermal print can be used 
for positive identification when the epi- 
dermis is lacking was substantiated by ex- 
perimental studies. The existence of a 
double papillary row that follows precisely 
the ridge pattern of each corresponding 
superficial epidermal crista was demon- 
strated. 

Department of Dermatology and Syphilology, 
College of Medicine, Wayne State University (7). 

Detective Sergeant Paul A. Clor, Latent Print 
Section. (Officer-in-Charge), Bureau of Identifica- 
tion, Detroit Police Department assisted in this 
study. 
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Microanatomical and Histochemical Observations 


on the Dermal-Epidermal Junction 


JOHN H. COOPER, M.B., Ch.B., St. John’s, Nfld., Canada 


Reports by electron miscroscopists }? of 
the presence of a discrete homogeneous base- 
ment or basal membrane in human skin are 
difficult to reconcile with the orthodox his- 
tological view that there is no true sub- 
epidermal basement membrane and_ that 
dermal-epidermal adhesion is effected by an 
interdigitation and interlocking between the 
foot processes of the basal epidermal cells 
and the subepidermal “reticular fibers.” 
This orthodox view has recently been re- 
stated and upheld both by Allen* and 
Winkelmann.‘ 

The discrepancy can be attributed largely 
to the reliance many histologists place on 
silver-impregnation methods as a means of 
staining basement membranes, for the 
argyrophil material at the dermal-epidermal 
junction is of discontinuous nonmembranous 
appearance and bears no morphological re- 
semblance to the apparent membranes 
which silver impregnation can reveal around 
renal tubules and many other glandular 
structures. It is one thesis of this paper 
that these argyrophilic membranous struc- 
tures are actually collections of reticulin 
packed around the basement membranes 
proper, which are separate delicate struc- 
tures of quite different physicochemical com- 
position. The distinction between true renal 
basement membrane and adjacent reticulin 
of membranous appearance was clearly dem- 
onstrated as early as 1901 by F. P. Mall.® 

Basement membrane and reticulin can be 
distinguished at the lower magnifications 
given by the light microscope if histochemi- 
cal staining methods are used.* The re- 
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cently synthesized phthalocyanine basic dye 
Alcian Blue,* which when used in aqueous 
solutions of low pH has a selective affinity 
for sulfated or sulfonated tissue substances, 
will stain basement membrane, reticulin, and 
collagen at pH levels as low as 1.2. The 
relative intensity of staining resembles that 
given by the periodic acid-Schiff method in 
that basement membrane stains strongly, 
reticulin moderately, and collagen weakly ; 
but whereas reticulin and collagen staining 
are prevented by previous treatment of 
the formalin-fixed sections with testicular 
hyaluronidase, basement membrane staining 
is resistant to the enzyme treatment. The 
reactive component in basement membrane is 
probably the hyaluronidase-resistant chon- 
droitin sulfate B,? and in reticulin-collagen 
the hyaluronidase-sensitive chondroitin sul- 
fate C’. 

Using this staining method one can see 
that the subepidermal basement membrane 
differs from the contiguous layer of reticu- 
lin in that it appears as a delicate discrete 
and continuous, though markedly wrinkled, 
band of regular thickness, whereas the re- 
ticulin forms a coarser interrupted layer 
which varies in thickness and merges be- 
low with the fine collagen fibers of the 
superficial dermis. The reticulin layer ap- 
pears discontinuous on cross section because 
of the fenestration produced in it by the 
numerous downwardly projecting pedicles 
of the basal epidermal cells; reticulin fills 
up the interpedicellar spaces but rarely ex- 
tends below the apices of the conical cellular 
processes, for at this level it is transformed 
into fine interlacing collagen fibers. The 


* Alcian Blue is marketed by G. T. Gurr, Ltd., 


136, New King’s Road, London. 
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three-dimensional structure of the basement 
membrane can be interpreted as that of a 
continuous very wrinkled sheet interposed 
between the inferior surfaces of the basal 
cells above and the reticulin layer below; 
the membrane clothes the cellular foot proc- 
esses which constitute the lower epidermal 
surface as intimately as a cell membrane 
and derives from them its markedly wrin- 
kled contour. Similar but generally thicker 
and less wrinkled membranes are found 
around the epidermal appendages, in the 


Fig. 2.—Human breast skin; hyaluroni- 
dase-permanganate bleach-Alcian Blue pH 
1.2-orcein, X< 870. 


Cooper 


Fig. 1—Human breast skin; hyaluroni- 
dase-permanganate bleach-Alcian Blue pH 
2.0-aldehyde fuchsin, 340. 


renal glomerulus, around the renal tubules, 
and subendothelially in arteries, veins, and 
capillaries. 

The basement membranes demonstrated 
by electron microscopy at the dermal-epi- 
dermal junction,’? in the renal glomerulus, 
and around the renal tubules *® are of vari- 
able thickness but are otherwise entirely 
similar discrete homogeneous nonfibrillary 
structures. Reticulin on the other hand, has 
been found 1!* to be a mixture of disag- 
gregated submicroscopic collagenous fibrils 











with abundant amorphous material; it seems 
to owe its marked argyrophilia to the pres- 
ence between the disaggregated micro- 
fibrils of numerous minute interstices in 
which colloidal silver particles may become 
impacted. The microscopically visible col- 
lagen fiber differs from reticulin in the 
compact orientation in parallel of its micro- 
fibrils 1218 and the relative paucity of 
amorphous substance, and, as it lacks inter- 
fibrillary spaces, it is not strongly argyro- 
philic. Collagen is only slightly extensible, 
and after forcible extension it retracts very 
slowly and never regains its former length."* 
Reticulin, in which the microfibrils are dis- 
orientated, will inevitably be more extensible 
or otherwise deformable than mature col- 
lagen and will show even less true elasticity. 

The concept that the junction between 
dermis and epidermis, a union which is 
subjected to considerable shearing stress, is 
effected merely by an interdigitation of pro- 
jecting cellular processes with interposed 
“reticulin fibers” becomes even less satis- 
factory now that the plastic yet inelastic 
nature of the material forming the so-called 
fibers is revealed. New light is thrown on 
the problem by the demonstration of a sub- 
epidermal membrane, but dermal-epidermal 
adhesion is still not explained unless one 
postulates that the membrane has a glue-like 
function. 

A further clue to the enigma is afforded 
by examination of the relationship of the 
fine superficial dermal elastica to the base- 
ment membrane in sections stained with 
Alcian Blue and counterstained with orcein 
or aldehyde fuchsin. These delicate elastic 
fibers arise as branches of the superficial 
dermal elastic plexus and fan out as they 
run up towards the subepidermal basement 
membrane, Each terminal fiber appears to 
tally with a single cellular foot process, but 
a perceptible gap always exists between 
the two components. To close this gap it is 
necessary to introduce an elaboration of the 
staining method. 

After testicular hyaluronidase digestion 
the only structures which retain affinity for 
Alcian Blue at low pH are epithelial mucins 
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of goblet-cell type, mast-cell granules, and 
basement membranes. If, however, stain- 
ing is preceded by the Mallory bleach pro- 
cedure, that is by oxidation with acidified 
potassium permanganate solution followed 
by bleaching in dilute oxalic acid, two ad- 
ditional types of material also take up the 
blue dye. The first type comprises kera- 
tinous structures, which are already known 
to assume marked basophilia for various 
dyes after oxidation treatments, due to the 
production of cysteic acid residues from 
oxidation-cleavage of cystine.© The second 
group does not exhibit general basophilia 
but is stainable (after oxidation) by Alcian 
Blue, Nile blue sulfate, or Sudan black; it 
consists of the sheaths of those elastic fibers 
which are demonstrable by orcein or alde- 
hyde fuchsin together with other very deli- 
cate fibers, presumably elastic, which may 
not have been previously demonstrated. 

In a section of formalin-fixed normal hu- 
man skin treated by the sequence hyalu- 
ronidase-Mallory bleach-Alcian Blue pH 
1.2-orcein counterstain, the following struc- 
tural arrangement is revealed at the dermal- 
epidermal junction. Each of the fine elastic 
fibers of the superficial dermis consists of 
a brown core, which tapers away into in- 
visibility before the epidermis is reached, 
and of a blue sheath, which terminally con- 
tinues as a delicate apparently solid fiber to 
unite with the blue subepidermal basement 
membrane. 

The architecture is most easily appre- 
ciated at localized epidermal outfoldings be- 
cause here the attached fibers are stretched 
out at right angles to the skin surface and 
the corresponding pedicles of the basal epi- 
dermal cells are also prominent, straight, 
and elongated. Each pedicle appears in fact 
to represent the point of attachment of a 
connecting dermal elastic fiber, to owe its 
shape entirely to this connection, and to vary 
in length according to the degree of tension 
in the attached elastic fiber. Dermal-epi- 
dermal adhesion appears to be maintained 
by the continuity of the dermal elastic 
plexus with the subepidermal basement 
membrane, which itself either is cemented 
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to or incorporates the cell membranes of 
the inferior surfaces of the basal cells. 

Artificial separation of epidermis from 
dermis has been achieved mainly by appli- 
cation of heat,2® of alkali,!* or of pancreatic 
enzyme preparations.’ The effect of heat, 
which is reversible,’* is probably a thermo- 
elastic effect and not a collagen denatura- 
tion. Recent evidence has indicated a 
marked sensitivity of elastic fibers to even 
the mildest of alkaline conditions.1* The 
ability of crude pancreatin, but not of pure 
trypsin, to effect dermal-epidermal separa- 
tion can be attributed, as Medawar ! has 
already suggested, to the action of pancre- 
atic elastase on dermal elastica. 

This delicate architectural arrangement 
has considerable pathological as well as mi- 
croanatomical significance. Those derma- 
toses which are characterized by dissolution 
with or without vesiculation at the dermal- 
epidermal junction, for example, lupus 
erythematosus, dermatitis herpetiformis, 
erythema multiforme bullosum, and epi- 
dermolysis bullosa, may essentially be 
lesions’ of the subepidermal basement 
membrane-elastica complex. In the case 
of the disseminated type of lupus ery- 
thematosus the lesions throughout the 
various organs appear primarily to con- 
stitute alterations of basement membranes 
both subepithelial and subendothelial, and 
to affect collagen only secondarily if at 
all. There appear to be two morphologically 
and chemically distinct systems in intercellu- 
lar connective tissue—reticulin-collagen and 
basement membrane-elastica; some of the 
so-called collagen diseases appear rather to 
be basement membrane-elastica diseases. In 
all cases the involved chemical components 
are unlikely to be the slowly metabolized *° 
insoluble structural proteins, collagen and 
elastin, but are probably the cementing chon- 
droitin sulfate-protein complexes, which ap- 
pear to have a relatively rapid metabolic 
turnover.”! 

Changes at the dermal-epidermal junction 
in various diseases have been studied by 
Braun-Falco 7:3 and by Ochoa and _ his 
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colleagues,2* and in both cases the investi- 
gators used the periodic acid-Schiff tech- 
nique. The usefulness of this method is 
limited by its inability to distinguish be- 
tween basement membrane and pathologi- 
cally altered reticulin, which often stains 
more strongly than normal reticulin. It is 
hoped soon to publish dermatopathological 
findings obtained with the newer and more 
selective staining methods described above. 


Summary 


The subepidermal basement membrane in 
man has similar properties to other sub- 
epithelial and subendothelial basement mem- 
branes and is_ microanatomically and 
histochemically distinct from the subepider- 
mal reticulin layer. It is attached to the 
dermal elastic plexus by numerous very deli- 
cate connecting fibers, which have similar 
staining properties to the sheaths of ordi- 
nary elastic fibers. Each connecting fiber 
joins the membrane at the apex of a basal 
epidermal cell process. 


This arrangement explains dermal-epi- 
dermal adhesion more satisfactorily than 
the older concept of an interlocking between 
the basal epidermal cell processes and the 
interdigitations of subepidermal reticulin, 
for it is now evident that reticulin is a 
plastic mixture of amorphous substance and 
disaggregated collagen, which in the sub- 
epidermal region will function merely as a 
kind of shock-absorber zone between the 
basement membrane and cells above and the 
mature dermal collagen below. 

It is suggested that those dermatoses 
characterized by dermal-epidermal disloca- 
tion will represent lesions of this basement 
membrane-elastica complex, and it is noted 
that some of the generalized collagen dis- 
eases, for example, disseminated lupus ery- 
thematosus, affect basement membranes to 
a greater extent than collagen or its precur- 
sor, reticulin. 


These investigations were carried out at the 
Clinical Laboratories of the Victoria Infirmary 
of Glasgow, Scotland. Help and encouragement 
were received from Dr. W. Brian Davis, Director 
of Laboratories, and Dr. A. Kenny. 
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General Hospital and Public Health Labora- 
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Dysproteinemic Purpura of the Hypergamma- 


globulinemic Type 


Clinical Features and Differential Diagnosis 


GEORGE W. HAMBRICK Jr., M.D., Philadelphia 


Dysproteinemic purpura is a more or less 
chronic condition characterized by purpura 
and by a serum protein pattern which is 
abnormal qualitatively, quantitatively, or 
both. Three types of this condition have 
been recognized. 

In 1943 “purpura hyperglobulinemica’’ 
was described by Waldenstrom?’; in his 
patients purpura of the legs of a chronic, 
recurrent type was accompanied by an 
increase in serum y-globulin. and elevated 
sedimentation rate without definite, recog- 
nizable systemic disease. Subsequently, 
macroglobulinemia of Waldenstr6m?* in 
1944 and cryoglobulinemia of Lerner and 
Watson‘ in 1947 were recognized as dis- 
tinct dysproteinemic syndromes with hyper- 
globulinemia. Lerner and Watson stated 
that purpura cryoglobulinemica could be 
considered a special type of purpura hyper- 
globulinemica of Waldenstrom. In_ this 
paper “dysproteinemic purpura of the hyper- 
gammaglobulinemic type” will be used to 
designate the original syndrome of “purpura 
hyperglobulinemica of Waldenstrom.” * 

Although a peculiar, hyperpigmented 
purpura of the legs is the outstanding fea- 
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ture of dysproteinemic purpura of the 
hypergammaglobulinemic type, the syndrome 
has rarely been described in the dermato- 
logical literature.** It is of practical 
importance to differentiate this from dyspro- 
teinemic states of macroglobulinemia or 
cryoglobulinemia and from other chronic 
purpuric, pigmented eruptions. 


Review of the Dysproteinemic 
Syndromes 
Dysproteinemic Purpura of the Hyper- 
gammaglobulinemic Type (Purpura hyper- 
globulinemica of |§Waldenstrém)—The 
essential features are (1) a purpuric erup- 
tion characterized by petechiae, pinhead to 
3-4 mm. in size; these appear primarily on 
the legs in definite, recurrent attacks; (2) 
an increase in the total serum globulin, 
reflecting a great increase in the y-globulin; 
(3) an increased sedimentation rate second- 
ary to hyperglobulinemia; (4) a normo- 
chromic anemia, and (5) a benign course 
without recognizable, underlying disease 
which could account for the hyperglobu- 
linemic state. The attacks follow prolonged 
standing or exertion; initially, transient 
minute, maculopapular, wheal-like lesions 
occur, often accompanied by tenderness and 
burning in the skin. Pruritus is usually 
absent. Characteristically, the petechiae or 
purpuric macules that follow the wheal-like 
lesions within a half hour usually resemble 
punctate telangiectases. As these resolve, 
they leave areas of pigmentation, pinhead 
to several millimeters in size resembling 
those in Schamberg’s disease. Local tender- 
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TABLE 1.—Primary or Idiopathic Cases 








Dura- Total 
Author Case Age Sex tion, Yr. 
Waldenstrém 1 % 10 16 1 60 F 2 8.7 
(1943, 1952) 2 36 F 9.8 
Rhee TaD a 7 9.8 
4 3 F 12 
Curiz 47 (1946) 5 6 F 3 8.35 
Humerfelt +* (1947) 6 58 F 8 8.35 
Oberste-Lehn * (1949) bee F 8 11.0 
Linke '? (1950) 8 4 M 4 7.5 
Mielke ** (1953) 9 37 F 4 8.90 
Dérken +415 (1953,1954) 10 50 F 12 8.8 
Fallet and Haenni 2° 11 55 F 3 8.0 
(1954) 
arf and Battle 1! 12 59 F 10 9.6 
Vannuchi and Doni *! 13 43 F 3 74 
(1954) 
Martin 22 (1955) 14 57 F 2 8.2 
Kay > Robertson 2 15 59 F 5 10.3 
(1955, 
Fabiani, Lucentini, & 16042 F 3 9.08 
Marinoni *¢ (1955) 17 «43 F 5 8.96 
18 54 F 8 ia 
Seiden & Wurzel 1? (1956) 19 29 F 5 8.7 
Fleischmajer et al. (1957) 20 34 F 6 10.0 
Present 21 37 F 4 9.7 


% - 
Serum Albumin Globulin Globulin 
Protein 


Associated Conditions 





3.4 _ eda tonto eee 

4.1 5.7 43 Sjégren’s syndrome 

3.4 6.4 Increased MA ‘swig Jerome h lata recurred 

r sple: 
Increased Sibling has yong  wryihenaians 

4.14 > Seas aeiey teat Rikutice’ 's disease or Sjégrens’ 
syndrome 

3.14 eS aes 

3.11 7.9 61 ? Arthritis; ?paraproteinosis 

3.4 4.1 Sea a ae 

3.6 5.3 33.5 Probable hypersplenism with 
splenectomy 

3.64 §.21 42 Sjégren’s syndrome 

Por ne 34 Leukopenia; atrophic bone mar- 
row 

3.13 5.64 43 Some impairment of kidneys 

2.36 4.98 48 Sjégren’s syndrome 

f ae) 34 ?Bone marrow atrop phy 

2.6 7.7 41 Sjégren’s syndrome; ?liver disease 

4.1 5.0 27.6 Menorrhagia; osteoporosis 

3.32 5.64 30.7 Menorrhagia 

As ee 35 Osteoporosis 

3.6 5.1 37 

4.3 5.7 

6.7 50 








ness in the muscle and skin persists for 
several days. 

In 1952 Waldenstrom*° expressed the 
opinion that this syndrome was not rare and 
should be included among the well-defined 
types of purpura. Reports of cases have 
appeared from many countries, including 
three cases in the United States.721!* The 
cases fall into two groups, depending on 
whether or not the syndrome is a manifes- 


tation of an underlying disease, such as 
sarcoidosis or lupus erythematosus. With- 
out underlying diseases, the cases have been 
designated as primary, essential, or idio- 
pathic.14-14 

A review of pertinent information regard- 
ing reported “primary” cases of this syn- 
drome is given in Table 1. There are 21 
such cases including the present case; 
although the cases are listed as primary, in 


TABLE 2.—Secondary Cases 








Dura- Total % y- 
Author Case Age Sex tion, Yr. gether Albumin Globulin Globulin Associated Conditions 
rotein 
Waldenstrém 1) % 1% 16 1 62 F 14 9.5 4.2 5.3 48 Sarcoidosis with Sjégren’s syn- 
(1943, 1952) me 
2 27 F 4 9.7 4.8 4.9 41 Disseminate lupus erythematosus 
(Waldenstrém) 
3 66 M 10 7.9 Increased Increased Gastric disease of inflammatory 
nature 
Schmengler & Esser ?* 4 48 M 1 8.0 2.4 5.6 55 Pulmonary tuberculosis; Banti’s 
(1952) syndrome 
Latvalahti& Halonen ** 5 48 F 8 7.5 2.77 46 Sarcoidosis; cardiac cirrhosis; 
(1952 Sjégren's syndrome 
hy Schmidt 2? 6 56 M wes 6.6 2.2 44 15 Thrombocytopenia; cardiac death 
iy 3 & Maurice ** 1 fener: | ames on 7.4 2.78 34 Sarcoidosis; vascular disease 
Déorken '*: 15 (1954) $4 M 3 8.2 sv 32 Folvorteas liver disease 
y 50 F 1 6.5 23 Polyarthritis 
Bender & Gerlach *(1955) 10 47 M 2 8.0 2.4 5.6 45 Abacterial endocarditis; liver dis- 
— mucous membrane bleed- 
ng 
Weinreich 2° (1955) ll 63 F 3 8.0 ate Pu 40 Tuberculosis of bone 
Fabiani, Lucentini, 12 60 M 1 7.51 2.24 5.3 33 Chronic bronchitis 
Marinoni ?* (1955) 
Weise *° (1956) 1368 M 2 7.6 3.48 4,12 43 Polyarthritis and drug sensitivity 
14 & F 2 7.8 3.0 4.8 35 Arteritis; sarcoidosis 
15 71 F 3 8.8 2.78 6.0 A Diabetes mellitus with gangrene 
1 «67 F 1 7.7 3.3 44 36 Diabetes mellitus with gangrene 
Berthoud, Fallet, 17 75 M 5 8.2 2.7 5.5 33 Cirrhosis 
Scheidegger a1 (1956) 18 65 M >30 74 3.0 4.4 28 Cirrhosis 
19 57 F 6 7.0 2.6 4.4 30 Chronic bronchitis; arthritis 
2 #56 M >20 8.4 2.7 5.7 34 Pulmonary tuberculosis 
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DYSPROTEINEMIC PURPURA 


several of them evidences of pathological 
states are present. The preponderance in 
the female sex is notable. The case re- 
ported by Lindeboom,® that of a man who 
died with anaphylactoid purpura, is not 
included in this series. The cases from the 
literature falling into the secondary group 
are summarized in Table 2. It will be noted 
that five had cirrhosis of the liver; four, 
sarcoidosis; four, arthritis; three, systemic 
tuberculosis; two, lupus erythematosus; 
two, diabetes mellitus; two, cardiac disease; 
one, gastric carcinoma or gumma. It is 
worth while to point out that several of 
these 20 secondary cases differ from the 
original syndrome in that the purpuric le- 
sions were larger, not recurrent, and not 
primarily localized to the legs. 

Several reports of primary cases contain 
histopathological findings. Sections of mod- 
erately enlarged lymph nodes have revealed 
a nonspecific, hyperplastic response consis- 
tent with chronic lymphadenitis. In an 
extirpated spleen 1**? hyperplasia of reticu- 
lum, lymphoid, and plasma cells was present. 
In addition, phagocytic cells or “storage 
cells,” similar to those seen in Niemann- 
Pick or Gaucher’s diseases, but not staining 
with lipid stains, were present. Liver tissue 
in the same case showed periportal, lympho- 
cytic infiltration. Another spleen ’® showed 
only nonspecific changes. 

Skin specimens !*-1*:?8 have revealed peri- 
vascular collections of neutrophils, lyripho- 
cytes, plasma cells, or macrophages. Muscle 
tissue !* has shown perivascular leukocytic 
or lymphocytic infiltrates without destruc- 
tion of the vessel itself. No change in 
muscle fibers was detected. 

Hematological findings have not been 
distinctive. Normochromic anemia was con- 
stant. Leukopenia was noted in several 
cases. In one case ®*? plasma cells (1.4%) 
of the bone marrow were present containing 
inclusions of crystal-like protein bodies; 
such bodies have been described previously, 
only in the paraproteinoses such as multiple 
myeloma. None of the primary or second- 
ary cases has revealed multiple myeloma in 
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spite of the fact purpura is not uncommon 
in multiple myeloma. 

According to Waldenstrom,’ the hyper- 
globulinemia has not been accompanied by 
hypoalbuminemia and was due to increased 
y-globulin. The electrophoretic pattern with 
its broad gamma peak resembled that seen 
in lymphogranuloma venereum, lupus ery- 
thematosus, or chronic liver disease. The 
viscosity of the blood was usually increased. 
Although the Sia water+ test has been 
positive in several instances, ultracentrifuge 
study has never revealed the presence of 
macroglobulins. Cryoglobulins have not 
been encountered. 


The mechanism for the production of the 
purpuric lesion has not been elucidated, but 
the predilection for the legs indicates that 
of prime importance are stasis and local in- 
creased viscosity of blood secondary to 
hyperglobulinemia. Vascular injury with 
small hemorrhages followed. Waldenstrom’s 
original hypothesis ?® was that a globulin 
necessary for the integrity of endothelium 
was missing. Others have theorized that a 
hypersensitivity reaction was occurring 
within the vessel wall.7:1*5 

Macroglobulinemia of Waldenstrom—A 
chronic syndrome of lassitude, ‘dyspnea, 
mucous membrane bleeding, mild lymph- 
adenopathy, diffuse osteoporosis and hepato- 
splenomegaly occurring in elderly men, 
accompanied by macroglobulins in the 
serum was recognized in 1944 by Walden- 
strom.?:3:16,29,34 Cerebral and retinal bleed- 
ing are frequent. Approximately 17 cases 
have been recorded. Only one patient had 
purpura ®; since the mast cells in the bone 
marrow and lymph nodes were increased, 
the role of heparin in this patient’s purpura 
was considered. 

Macroglobulins may be defined as having 
molecular weights of about 1,000,000 with 
a sedimentation constant greater than S; 

+ The Sia water test consists of dropping serum 
into distilled water and observing the degree of 
cloudiness. If much opaqueness results, the test 


is positive and indicative of proteins of abnormal 
quality such as macroglobulins. 
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15. In macroglobulinemia the serum con- 
tains more than 5% of components sedi- 
menting with constants greater than S; 16; 
only trace amounts of macroglobulins occur 
in normal sera. These move with a mobility 
electrophoretically of y-globulin or between 
that of B- and y-globulin and form a sharp 
peak. Sera from multiple myeloma do not 
contain macroglobulins although on occa- 
sion macroglobulinemic patients have ex- 
hibited Bence-Jones proteinuria and 
para-amyloidosis. The Sia water test is 
usually positive. Cryoglobulins have been 
present in some cases. 

A lymphocytosis of the peripheral blood 
has been paralleled by lymphoid and retic- 
ular hyperplasia in the bone marrow de- 
scribed as intermediate between lymphocytes 
and plasma cells. At autopsy lymphoid or 
plasma cell hyperplasia or both have been 
observed in lymph nodes, spleen, and other 
organs. 

Cryoglobulinemia—The term cryoglobulin 
was introduced by Lerner and Watson * in 
1947 to describe cold-precipitable serum 
globulins. Cryoglobulins have been demon- 
strated in many diseases, mainly in multiple 
myeloma and also in rheumatoid arthritis, 
lupus erythematosus, lymphomas, hepatic 
cirrhosis, scleroderma, and others. Eight 
cases of “essential cryoglobulinemia” **+*° 
have been reported in which no underlying 
disease processes were detected. Volpé et 
al.55 summarized 39 essential and secondary 
reported cases, 28 males and 11 females, 
ranging from 33 to 77 years; 75% occurred 
in the sixth or seventh decade. 

The clinical syndrome, either essential or 
secondary, consists of acral purpura, bleed- 
ing from the nose and mouth, retinal hem- 
orrhages, vascular phenomena _ including 
Raynaud’s gangrene, and multiple arterial 
and venous occlusions; also, among others, 
deafness and gastrointestinal disturbances. 
The purpura usually follows exposure to 
cold and occurs chiefly on the extremities 


+ Normal serum albumin has a molecular weight 
of 65,000 with a sedimentation constant S+ 4.5 and 
globulin 150,000-300,000 with constant Sr: 7. 
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and head; gangrene. of the digits and 
necrosis of skin may result. Cold urticaria 
may precede the purpura.** Pigmentation 
of the skin is characteristically mottled and 
confluent at sites of previous purpura. 
Death may result from the involvement of 
vital centers. 


The pathogenesis of purpura involves 
intravascular precipitation of the protein and 
sludging of blood with subsequent injury 
to the vessels; thrombosis, extravasation 
of blood, and actual necrosis of tissue fol- 
low. In vivo changes in the ocular vessels 
and postmortem demonstration of intra- 
vascular gelatinous material support this 
mechanism. 


The cryoglobulins are a group of proteins 
which move with the speed of a-, B-, or y- 
globulin electrophoretically. Their presence 
is detected by finding a slower sedimentation 
rate at 4 C (refrigerator) than at room 
temperature. In order to attribute clinical 
signs and symptoms to the protein, the 
quantity of protein is often but not always 
large. Hypergammaglobulinemia is _fre- 
quently present. 


Report of a Case 


Clinical Findings—A housewife, 37 years old, 
since January, 1953, has had recurrent attacks of 
nonpruritic, minute, urticaria-like lesions with sub- 
sequent purpura or small petechiae, usually limited 
to the legs. These are accompanied by an initial, 
local, burning sensation and followed by low-grade 
aching for several days. The attacks have occurred 
at the end of the day after prolonged standing or 
heavy housework. If the patient remains in bed, 
attacks do not occur. On several occasions, a few 
similar lesions appeared on the arms following 
the wearing of tight-sleeve dresses or rarely on the 
trunk and face. In February, 1954, while sleeping, 
the patient experienced an unusual attack of 
dyspnea. Upon awakening, she crawled from an 
upstairs bedroom to the kitchen with the distinct 
feeling that she would lose consciousness if she 
assumed the upright position. This attack of 
dyspnea lasted approximately two hours. A second 
attack of dyspnea occurred in April, 1956. 

A left salpingo-oophorectomy for serous cyst- 
adenoma was performed in 1946. Splenectomy with 
a questionable diagnosis of thrombocytopenic 
purpura in 1954 had no effect on the attacks of 
purpura. Except for dysmenorrhea, menstruation 
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Fig. 1—A, photograph of patient’s leg showing a mottled hyperpigmented skin with small 
petechiae throughout. B, close-up of the skin shown in 4. 


was normal. Two pregnancies with normal 
deliveries-have occurred; the last, in September, 
1955, had no effect on the attacks of purpura. Her 
father died of coronary heart disease at age 70. 
Nine siblings are living and well. 

On physical examination, the patient did not ap- 
pear acutely or chronically ill; over the legs, ex- 
tending bilaterally from the dorsal surface of the 
feet to the buttocks, there were numerous pinhead 
petechiae and purpuric macules, 2 to 4 mm. in 
diameter, of a bright red color, scattered throughout 
a skin with mottled, bronze hyperpigmentation 
(Fig. 14, B). The underlying calf muscles had a 
doughy consistency, with tenderness elicited on firm 
pressure. Cardiac, chest, and neurological examina- 
tion were within normal limits. There was bilateral 
axillary lymphadenopathy. A small cervical polyp 
was present. 

Laboratory data were as follows: Hemoglobin 
12.2 gm. per 100 cc.; white blood cells 4600 with 
55% neutrophils, 37 lymphocytes, 2 monocytes, 
6 eosinophils; subsequent white blood cells, 6000 
with 1% eosinophils ; sedimentation rate 42, hemato- 
crit 36, reticulocytes 0.5, platelets 254,000; sternal 
marrow examination revealed a normal myeloid to 
erythroid ratio and cellularity with 4% plasma 
cells, 2% being normal. Four tests for the lupus 
erythematosus cells were negative. The Kolmer and 
Kline tests were nonreactive. Total protein was 
9.7 gm. with an albumin to globulin ratio of 3.0 to 


Hambrick 


6.7. The thymol turbidity was 10.7 units and the 
zine turbidity 29 units. There was 2% retention 
of sulfobromophthalein in 45 minutes. Serum 
calcium 9.3 gm. per 100 cc., with phosphorus 3.6 
gm.; alkaline phosphatase, 0 units. The blood urea 
nitrogen was 14; fasting blood sugar 82. Clotting 
time, prothrombin consumption, clot retraction, 
recalcification time, one-stage prothrombin, ac- 
celerator globulin, and heparin titration were 
within normal limits. Increased capillary fragility 
was not demonstrable; tests for local cold or heat 
sensitivity were normal. The urinalysis, including 
a test for Bence-Jones protein, was negative. The 
24-hour uroporphyrin and coproporphyrin determi- 
nations were within normal limits. The 24-hour 
creatinine excretion was 1.075 gm. and creatine 
was 280 mg. A creatine tolerance test showed 70% 
excretion of an oral dose of 1 gm. Coomb’s test 
was negative. 

Electrophoresis, Tiselius, revealed albumin 2.67 
gm., a:-globulin 0.34, a2, 0.72, B 0.69, y 3.50, with 
a total protein of 7.92 gm.; electrophoresis, paper, 
albumin 3.59, a:-globulin 0.22, as-globulin 0.57, 
B-globulin 0.50, y-globulin 4.92, total protein 9.8 
gm.§ (Fig. 2). A Sia water test was positive. No 
cold agglutinins or cryoglobulins were demon- 
strated. | Ultracentrifuge sedimentation study 
showed 3.55 gm. at Sr 4.5, 3.18 at Se 7, and 0.45 


§ The lower Tiselius value for albumin and 
y-globulin is explained by preceding precipitation. 
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at Se 20, indicating the absence of significant 
amounts of macroglobulins. 

Blastomycin, coccidioidin, histoplasmin, and 
tuberculin skin tests were negative. Roentgeno- 
grams of the chest, abdomen, hands, and feet were 
negative. 

During the first two weeks of hospitalization, 
attacks of purpura occurred only when she pur- 
posely walked many flights of stairs. Following 
lymph node and muscle biopsies, the patient de- 
veloped a drug reaction consisting of generalized 
urticaria without purpura, with fever, malaise, 
and arthralgia lasting approximately four days; 
the drug responsible was probably morphine. Sub- 
sequently at sites of biopsy she developed hemolytic 
Staphylococcus aureus infections for which 1 gm. 
of tetracycline daily was given for 10 days. 

Two months after discharge, prednisone 40 mg. 
daily for four days, followed by 20 mg. daily, was 
given. The attacks of purpura continued with 
definite lessening of the burning sensation. No 
change in total serum protein was detected. On 
the 15th day of therapy, a carbuncle developed in 

: the midlumbar area. Prednisone was discontinued; 

Fig. 2—Filter paper electrophoresis pattern. To- Surgical drainage and tetracycline therapy were in- 
tal protein is 9.8 gm., with y-globulin 4.92. stituted, with eventual healing. During the last 
nine months the patient has continued to have 


Fig. 3—Sections of skin from the leg 12 hours after beginning of an attack of purpura. 


A, small arteriole showing necrosis of its wall (arrow) with escape of red blood cells into the 
dermis; hematoxylin and eosin; reduced about 30% from mag. x 650. B, two small blood 
vessels with perivascular edema and infiltrate of polymorphonuclear leukocytes, lymphocytes, 
occasional plasma cells, and macrophages; hematoxylin and eosin; reduced about 30% from 
mag. X 650 
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g. ate section ‘ of skin from the leg six gree tice an ntback: ‘dissin abtisbraiices ot 
vessels with adjacent necrosis of Oe Be and fat tissue (arrow); hematoxylin and eosin; 
reduced about 30% from mag. X 22. B, same as A, showing vascular obliteration and the 
necrosis at higher magnification; reduced about 30% from mag. X 1 


Fig. 5—A, section of gastrocnemius muscle with only parts of a few fibers appearing nor- 


mal; hematoxylin and eosin; reduced about 30% from mag. X 140. B, same as A, showing a 
dense perivascular infiltrate in fibrous tissue between muscle fibers; hematoxylin’ and eosin; 
reduced about 30% from mag. X 280 
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purpura, avoided only by leading a relatively 
inactive life. 

Histopathological Findings—Skin from the 
thigh 12 hours after an attack of purpura revealed 
a normal epidermis and appendages; a perivascular 
edema and infiltrate of polymorphonuclear leuko- 
cytes including eosinophils, lymphocytes, plasma 
cells, and macrophages (Fig. 34, B) ; slight intima 
proliferation of several small arterioles and venules, 
and a medium-sized arteriole with necrosis of a 
part of its wall and escape of red blood cells into 
the surrounding dermis (Fig. 34). Perls’ reaction 
for iron revealed small amounts of positive material 
within the dermis. 

Sections of skin from the calf of the leg six 
days after a purpuric attack revealed normal epi- 
dermis and appendages. Within the dermis the 
walls of the small vessels were slightly thickened ; 
perivascularly, lymphocytes, histiocytes, and plasma 
cells were abundant. Areas of relatively acellular 
collagen were present in serial sections. No extra- 
vascular accumulations of red blood cells were 
found. Within the dermis at its junction with the 
fat tissue several microscopic areas of necrosis of 
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collagen and fat tissue were present surrounding 
blood vessels; the lumina of the vessels were 
practically obliterated with intimal and fibrocytic 
proliferation of their walls (Fig. 44, B). A dense 
infiltrate of lymphocytes, plasma cells, and histio- 
cytes was evident around these vessels, the eccrine 
sweat glands, and hair follicles. Iron as revealed 
by Perls’ stain was found throughout the dermis 
extracellularly and within macrophages. 

The gastrocnemius muscle showed moderately 
advanced destruction and disorganization, with 
hyaline replacement of many fibers (Fig. 54, B). 
The spaces between the muscle fibers were widened 
by fibrous tissue with perivascular infiltrations of 
lymphocytes, leukocytes, plasma cells and histio- 
cytes (Fig. 64, B). Several small areas of acute 
necrosis were found in serial sections; the adjacent 
vessels were almost completely obliterated and 
surrounded by a dense infiltrate (Fig. 6). 


Sections from three enlarged lymph nodes, 
cervical or axillary, showed preservation of the 
general architecture. Moderate reticulum-cell and 
lymphocyte hyperplasia were evident. A moderate 
number of plasma cells with a scattering of eosino- 


Fig. 6.—Intimal prolifera- 
tion of a small vessel within 
the connective tissue of the 
muscle. A dense infiltrate of 
lymphocytes, plasma cells, 
and macrophages is present; 
hematoxylin and’ eosin; 
x 500. 
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phils were in the sinusoids. No evidence of 
vasculitis or granuloma was present. The diagnosis 
was chronic lymphadenitis. 

Sections from the approximately three times 
enlarged spleen revealed a normal architecture with 
prominent, hyperplastic germinal centers. Small 
red-staining amorphous deposits were present in a 
few centers. The pulp contained considerable 
numbers of plasma cells. Some of the eccentric 
and trabecular arterioles showed an _ increased 
adventitia. A Gandy-Gamna nodule consisting of 
necrobiotic collagen surrounding a central calcified, 
degenerated area was found within the stroma. 
These changes were not specific for any disease 
entity but suggested reaction to tissue breakdown. 


Comment 

From the survey of reported cases it 
seems unlikely that the primary or essential 
type represents an entity with a_ single 
etiology; Waldenstrom ® clearly stated that 
this was a syndrome and suggested that a 
chronic viral infection may be responsible 
for some cases. Others have implicated a 
hypersensitivity reaction similar to the 
Schénlein-Henoch syndrome.*?> The term 
“benign” has been used-by several; certainly 
in contrast to other dysproteinemias longev- 
ity has not been altered greatly. The nu- 
merous secondary cases support the 
possibility that multiple etiologies account 
for the clinical syndrome. Both the primary 
and secondary types have in common 
hypergammaglobulinemia which probably 
reflects a chronic disturbance within the 
reticuloendothelial system. 

The mechansim of the origin of lesions 
remains obscure. A _ hypothesis taking 
clinical and histopathological findings into 
consideration would be that ‘the initial 
aberration is stasis of blood of an increased 
viscosity resulting from hypergammaglob- 
ulinemia. As a result, the walls of the small 
blood vessels and capillaries are injured 
with subsequent escape of blood; the 
pathological findings in the present case 
show clearly that extensive vascular injury 
occurs. The areas of necrosis observed for 
the first time represent an advanced degree 
of damage; they were detected only in serial 
sections. In response to the tissue injury 
an acute inflammation occurs; in healed 
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areas hyperpigmentation from hemosiderin 
is present. The abnormal pathological 
changes in the muscle, seen here for the 
first time, can be explained in a similar 
manner. The foregoing mechanism needs 
additional support by in vivo demonstration 
of spontaneous gelification of the blood 
serum in the capillaries of these patients. 
If such a mechanism were conclusively 
demonstrated, the pathogenesis of purpura 
cryoglobulinemica and of this syndrome 
would be quite similar. 

The purpuric manifestations have distinc- 
tive clinical characteristics as illustrated by 
the present case. Large ecchymoses are not 
seen; the purpuric macules, from pinhead 
to several millimeters in size, often appear 
insignificant because of the previous pig- 
mentation. The initial erythematous-edem- 
atous lesion apparently represents the 
earliest change: it probably corresponds to 
the initial insult within the vessel wall and 
the earliest tissue reaction. This lesion is 
quite transient and was detected in the 
present case only during the first hour of 
an attack. The beginning of each attack is 
heralded by burning pain; pruritus is’ ab- 
sent. 

The differential diagnosis in addition to 
the dysproteinemic syndromes should in- 
clude the numerous other diseases with 
purpura,** hyperglobulinemia,®* or a combi- - 
nation of both. Many aspects of this 
patient’s illness could be ascribed to lupus 
erythematosus, but the lack of associated 
organ involvement and of typical laboratory 
findings excludes this diagnosis. Similarly 
sarcoidosis and tuberculosis may be dis- 
missed in the present case. Dermatomyositis 
was suggested. by the muscle findings and 
the abnormal creatine tolerance test although 
the 24-hour excretion of creatine was 
normal. However, the clinical features were 
not those of dermatomyositis, nor has 
hyperglobulinemia been seen in this disease 
except for an occasional case. 

The disease can be differentiated relatively 
easily from other purpuric, pigmented erup- 
tions of the legs.3® The pigmentation at 
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sites of petechiae results in an irregular 
diffuse, mottled pattern over the legs. New 
lesions occur in the same sites, further 
increasing the pigmentation. The similarity 
to the chronic, progressive pigmentary 
disturbance of Schamberg is noteworthy. 
The latter occurs chiefly in males as patches 
beginning on the ankles and progressing 
upward on the legs, sometimes accompanied 
by pruritus. Lichenoid papules as seen in 
purpuric, pigmented, lichenoid dermatosis 
of Gougerot-Blum are absent in dyspro- 
teinemic purpura. Purpura annularis telan- 
giectodes is not simulated, as annular lesions 
and atrophy are absent. There is a current 
trend to group the foregoing three condi- 
tions in one category; most likely, such a 
classification would include dysproteinemic 
purpura of the hypergammaglobulinemic 
type, unless its clinical manifestations were 
clearly recognized by the physician. 

There is no known cure for this primary 
syndrome. Splenectomy has resulted in only 
temporary benefit *?® in several patients; in 
the present case no effect was evident. 
Prednisone therapy, instituted in an effort 
to reduce the hypergammaglobulinemia,*® 
had to be discontinued before adequate trial 
because of infection. However, during this 
therapy, the purpuric attacks were un- 
changed except for alleviation of the local 
burning pain and tenderness. This response 
probably reflects the nonspecific, anti-in- 
flammatory effect of prednisone. 


Summary 


Three types of dysproteinemia, often as- 
sociated with purpura, bleeding or both, 
namely hypergammaglobulinemia (purpura 
hyperglobulinemica of Waldenstrém), cry- 
oglobulinemia, and macroglobulinemia are 
reveiwed. Each is a distinctive syndrome 
with characteristic clinical and laboratory 
findings. 

Dysproteinemic purpura of the hyper- 
gammaglobulinemic type (purpura hyper- 
globulinemica of Waldenstrém) can be 
grouped in two categories: the primary or 
idiopathic type without underlying, demon- 
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strable disease, and the secondary type with 
systemic, well-defined diseases. A review 
of the reported cases is presented, together 
with a new primary case. The main clinical 
feature of this syndrome is a chronic re- 
current, pigmented purpura on the legs, 
following prolonged standing or physical 
exertion. It affects mostly women. The 
characteristic laboratory finding is a great 
increase in the serum y-globulin with an 
increased sedimentation rate and without 
demonstrable disturbance in bleeding mech- 
anisms. 

The present case had the characteristic 
features of the syndrome. New histopatho- 
logical findings are various stages of vas- 
cular lesions in the skin and muscle with 
adjacent, focal tissue necrosis. 

The probable physiopathological mech- 
anism and differential diagnosis are pre- 
sented. 

School of Medicine, University of Pennsylvania. 


Assistance in this study was given by Dr. Peter 
Flesch. 
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A Psychophysiological Concept of Atopic Eczema 


WILLIAM B. GUY, M.D., and ROBERT J. SHOEMAKER, M. D., Pittsburgh 
With the Technical Assistance of Mary Mally, M.S.S., and William Shipman, B.S., M.A., Ph.D, 


In spite of all that has been said and 
written about atopic eczema in the last 30 
years, the psychosomatic approach to this 
disease state has not been as widely accepted 
as its proponents have hoped for. Particu- 
larly among nondermatologists, the search 
for causative allergens, the withdrawal of 
foods, the attempts at desensitization to 
inhalants still goes on. As a group, derma- 
tologists have probably become more fatal- 
istic about their ability to influence the course 
of the disease than other physicians who 
deal with the problem. Some few have 
publicly and by printed word advocated 
psychiatric management. Their efforts in- 
variably stir up vigorous dissent, however, 
which often comes from reputable, hence 
influential, quarters. 


The reasonable psychosomaticists offer 
no panacea. Their views were best ex- 
pressed by Obermayer? in his recent book 
“Psychocutaneous Medicine.” He. states, 
“While there is no question as to the atopic 
component of this cutaneous disease, it is 
but one facet thereof, just as the psychic 
factor is another.” Compare this with the 
editors ? of the “Yearbook of Dermatology 
and Syphilology,” who classify atopic der- 
matitis as a disease in which emotional fac- 
tors have “no prompt, major and indubitable 
effect.” 


We, as a result of previously reported 
clinical and experimental observations, feel 
an obligation to champion the psychosomatic 
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approach. There are two reasons for this: 
the first, somewhat platitudinous, is that 
as students of the subject we wish to record 
what we think are facts. A more pragmatic 
reason is that present standard methods of 
treatment leave much to be desired in severe 
forms of this disease. Sufferers from it have 
a right to be, and frequently are, quite dis- 
contented with their medical treatment. The 
degree of their discomfort does not allow 
them to give up, as do many chronic, in- 
veterate psoriatics, for example, who stop 
consulting doctors. Atopic eczema patients 
continue to seek help and relief from their 
symptoms. 

The éxtreme forms of this disease are as 
crippling as paralytic poliomyelitis, muscu- 
lar dystrophy, rheumatoid arthritis, or other 
entities which currently are the objects of 
well-patronized research, The hopeful fea- 
ture of it is that it is a reversible process, 
and successful management offers the hope 
of more or less complete rehabilitation. A 
baffling question is, why do so many of 
these patients get well, when under treat- 
ment regimens that have previously failed? 
Why does seemingly spontaneous remission 
occur? The unexplained coming and going 
is perhaps the most enigmatic feature of 
this cutaneous process. A typical example 
from our series is that of a male patient in 
whom eczema appeared in early infancy and 
disappeared by the end of the second year. 
He had had a succession of yearly recur- 
rences between the 9th and 16th years, which 
was followed by a remission until the middle 
of his 20th year. An exacerbation lasted for 
11 months, and then his skin was quiet until 
he was 23. Another episode lasted for a 
year. Shortly after his 25th birthday the 
eczema reappeared, showing an irregular 








ATOPIC ECZEMA—PSYCHOPHYSIOLOGICAL CONCEPT 


AGE | 





6 











fluctuation 
of eczema 




















Therapy ‘ 
concluded 


ees ive 


Eczema and life situations. 


pattern of easement and severity as long as 
our records relate to him. 

The life circumstances accompanying the , 
recurrences of the disease in the above-cited 
patient are illustrated in the accompanying’ 
chart. It shows one of the eczema occurrence 


patterns in our series, and it surely is not’ 


unique in the experience of other observers. 

How can one account for such a capri- 
cious disease process? Is it possible that 
any biochemical, physiologic, or immuno- 
logic sequence of events could affect animal 
tissue so fitfully? Or, rather, could any- 
thing but the vicissitudes of human existence 
account for the vagaries of this strange 
disease? 


Conceptual Frame of Reference 


In previous publications we have care- 
fully emphasized that we do not espouse 
a single, specific cause for atopic eczema, 
nor have other observers whose views are 
generally accepted. Note that Besnier® 
called it prurigo diathésique; Stokes referred 
to the disease as diathetic eczema. Becker, 
Williams, and Obermayer, among others, 
have been careful to stress the constitutional 
background in atopic eczema or disseminated 
neurodermatitis. Other writers have empha- 
sized one or another aspect of what seems 
to be a multifactor syndrome; hormonal,‘ 
allergic,” and personality factors,*? have 
been ascribed etiological significance. 

An assertion of this presentation is that 
atopic eczema represents a primitive, inade- 
quate skin reaction of a predisposed person 
to unexpressed internal tensions and reality 
stresses. The disease is viewed as a form 
of maladaptation in which the eczematous 
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individual is reduced’ to an organ level of 
-tension discharge. 

In a generalized stratification of human 
maturation, four major levels or phases of 
personality development may be delineated 
—the organ level, the action level, the sub- 
stitute level, and the mature level which 
amounts to an adaptive synthesis of the 
previous stages of development. Normal 
development is seen as a progression from 
newborn helpless immobility, in which all 
needs must be sensed and satisfied by 
the environment, transforming to action 
which gradually is “civilized” by environ- 
mental pressures, to a position where 
needs are quickly and acceptably satisfied 
by the individual through learned interac- 
tions with his environment. 

The reasonably mature person, under the 
initial impact of an external threat or inner 
pressure, may sample briefly the “organ 
level,” autonomic responses of the infant, 
but he has at his disposal a varied and 
adaptable set of learned responses by which 
he moves from immobility to those appro- 
priate actions which discharge his tensions 
and produce an effective equilibrium with 
his environment. The classically neurotic 
person fails to carry out effective, problem- 
solving actions, but instead experiences the 
less efficient substitutive behavior and sym- 
bolic expression of his conflict rather than 
a true solution of it. The behavior problem, 
in the impulsive fashion of the young child, 
acts out his tensions with the various con- 
sequences of socially unacceptable behavior. 

Psychophysiological syndromes occur in 
people with a sorely limited repertoire of 
expressive behavior. In the face of inade- 


35 


‘ 








quate personality defenses, and a state of 
inhibited feeling and action, damned up ten- 
sions have little recourse but to find outlet 
by physiological means. 

The behavior of the typical patient with 
atopic eczema shows striking parallels to 
these several modes of emotional expression. 
In an eczematous exacerbation the patient 
exhibits many signs of having regressed 
to a state of helplessness that has its closest 
parallel in either actual infancy or other 
incapacitating disease states. The severely 
ill eczema patient is immobilized not only 
by his skin symptoms but also by his in** 


effectual struggle to handle strong feelings ° 


of rage and dependency. In his discomfort 
he is unable to act effectively to satisfy his 
needs; others must serve him. In his in- 
capacity he is damned up, dissatisfied, and 
tension finds discharge through the organ 
of heightened physiological vulnerability. 
Our patients who have shown skin im- 
provement were those who used aggressive 
techniques to solve their problems, and we 
have seen little evidence of other physical 
symptomatology in conjunction with this 
trend in treatment. Many of our patients 
have evolved a pattern of actively expressing 
previously inhibited anger after having 
gained sufficient support from the treatment 
situation. They have dared to express re- 
bellion against frictional relationships, sever 
old dependency ties, and move to a position 
of increased personal freedom. Somewhat 
later there begin to appear more subtle and 
complex adaptive efforts by which the ecze- 
ma patient maintains remission of skin 
symptoms without recourse to open battle. 
Compulsive traits as manifested by scrupu- 
lous housekeeping, perfectionism, and insist- 
ence on like behavior in others, sarcasm 
and barbed wit—all serve to both bind and 
release hostility in a more socially accep- 
table way and to satisfy concealed wishes 
for dominance. This sort of adaptation 
represents the most sophisticated mode of 
adjustment in the patients of this series 
who obviously fall short of ideal maturity 
in their continuing need to control and keep 
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in force a position of secure dependence 
upon others. Nevertheless, we have seen the 
improved patients move from a level of 
severe vegetative disturbance to a situation, 
of marked skin improvement associated_with | 
aggressive and, for the most part, construc- | 
tive action. 


Case Material 


Because our aim is exposition of a point 
of view rather than an attempt to prove the 
value of a given methodology, statistics will 
be minimized in this paper. Our patients 
consisted of 61 cases of atopic eczema who 
underwent psychiatric evaluation and indi- 
vidual psychotherapy at Staunton Clinic.* 
Skin care and group psychotherapy were 
carried out in the dermatology department 
of Falk Clinic.t An additional fund of 
experience with atopic eczema patients has 
come from 10 years of private office prac- 
tice in dermatology by one of us (W. B.G.). 
This much larger group of patients has 
constituted a subjective yet comparative 
body of experience. 

Psychiatric evaluation included a series 
of interviews with a psychiatrist, a standard 
battery of psychological tests, and social 
study by a psychiatric social worker. In- 
dividual psychotherapy was the recom- 
mended treatment in only 15 cases because 
of our special interest in testing the efficacy 
of group therapy. Thirty-eight female 
patients were directed toward group psycho- 
therapy by means of considerable explana- 
tion and discussion of the procedure. As 
a regular policy, all of the patients remained 
under medical treatment in the Dermatology 
Clinic or continued visits to their private 
physician. This procedure has provided 
the advantages of a combined approach in 
our study and treatment of the disease. 

Group therapy § which is more economical 
of time, has been less wearing and more 


gratifying to us than has work with indi- 


* An outpatient psychiatric clinic of the Depart- 
ment of Psychiatry, the University of Pittsburgh 
School of Medicine. 

+ The outpatient clinic of the University of Pitts- 
burgh Medical Center Hospitals. 
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vidual patients, and the results have been 
about the same percentagewise. Thirty- 
eight adult female atopic eczema patients 


‘have been seen in group treatment over a 


five-year period. Experience with the group 
method has brought about increased aware- 
ness of the defensive hostility that is gen- 
erated in the physician by the excessive 
demands of these difficult patients. Frequent 
discussion of group interaction between the 
co-leaders has enabled us‘to deal more effec- 
tively with the hostile attitudes of the pa- 
tients, and as we have become more 
proficient in coping with the subtleties in- 
volved in the group process, the meetings 
have been seen to progress more smoothly. 


Application of These Observations 
to Office Management 


What follows was learned by us through 
many hours of interviewing, both individ- 
ually and in the group sessions, from many 
mistakes and dogged efforts to keep patients 
interested in attending -the sessions. Much 
of it is already known intuitively by highly 
perceptive physicians who can cope with 
these difficult patients through protracted 
episodes of this disease. Others succeed as 
well because they are endowed with a large 
share of innate kindness, hence have the 
temperament neetled to deal with this type 
of situation. Most of us, howevér, fail with 
a considerable percentage’ of our severe 
atopic eczema patients. These problem pa- 
tients demand and merit our special con- 
sideration. 

Keeping the basic pattern of shift from 
passive to aggressive behavior in mind as 
the sine qua non of skin improvement, the 
physician must be prepared for the follow- 
ing: talk of any kind is to be welcomed 
and encouraged, even the tiresome “itching- 
scratching” chatter which is all too familiar 
to those who care for these patients. Com- 
plaints of any kind should get a hearing. 
The physician should be prepared for verbal 
attacks upon himself—directed, perhaps, at 
his professional skill, humanistic qualities, 
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or how his office is run. To react angrily 
often means a lost patient. 

If the patient discusses environmental 
activity which indicates a trend toward 
aggressive behavior, it should receive sup- 
port and encouragement. These people need 
backing up when they try to contend with 
sources of oppression, their spouses, one or 
the other of the parents, in-laws, or other 
objectionable people about them. It can be 
done without getting into the position of 
inciting them to rebellion in the family 
circle. They should be assured that such 


strife is perfectly natural in human rela- 
. tions, and that they have at least a reasonable 


degree of justification for their contenti- 
ousness. 

Intervention in situational tangles is some- 
times practical, if all parties agree to it 
and the physician enjoys a close enough 
relationship with the patient and family. It 
should be made clear that the physician 
should never directly attempt to initiate such 
behavior, nor should he offer unsolicited 
advice on how to deal with difficulties. This 
is frightening and furthers already strong 
feelings of inadequacy in the patient. Any 
probing and attempts at uncovering their 
troubles should be done cautiously, if at all. 
It is preferable that patients bring these 
matters out themselves. 

It is usually best, at the initiation of 
treatment, to apprise patients of the nature 
of this disease, A simple, nontechnical 
explanation, can be used. This offers no 
difficulty with the veteran patient. Long 
sufferers are easily divested of the notion 
that allergy is at the bottom of it all. Some 
have vague intimations that emotional influ- 
ences operate in producing flare-ups. 
Whether the idea is accepted or not, it can 
firmly but kindly be stated from the first, 
and is somewhat of a condition under which 
the physician accepts the person as a patient. 

Hasty suggestion of psychiatric referral 
is usually disastrous. It frightens the pa- 
tient, may offend him, and often engenders 
a sense of rejection. Failure of psychiatric 
referrals has been responsible for a great 
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deal of the resistance present among a large 
segment of dermatologists to the psychoso- 
matic approach to this disease. Such re- 
ferral fails because these patients are 
unprepared for what is coming and the 
psychiatrists are unprepared for these 
people as patients. This study has produced 
strong conviction that psychotherapy, if 
based upon sound principles, may be carried 
out by the physician first consulted. Only 
a minority of these patients are suitable for 
definitive psychotherapy. The qualities of 
kindness, sympathy, encouragement, and 
support are necessary ingredients in the 
physician’s therapeutic attitude, and the pa- 
tient’s treatment requires these traits in large 
and consistent measure. The amounts of 
kindness and sympathy available in anyone 
of us varies greatly from day to day; doctors 
are like anyone else in this respect and 
patients can forgive occasional lapses. 
Atopics, however, are unusually sensitive 
people, quick to feel rejected, and prone to 
interpret any lack of cordiality as anger. 

In the matter of encouragement, it does 
not do to dwell on the utter recalcitrance 
of the disease when severe, or the physi- 
cian’s inability to influence the long-range 
course of it. These patients are usually 
resigned to that unhappy feature of their 
affliction, but they will require someone to 
minister to them while they suffer it out. 
It is not a deception either to constantly keep 
before them the hope that the disease is 
going to disappear some day. It practically 
always does, leaving us none the wiser for 
either its appearance or its disappearance, 
unless we can see beneath the skin surface. 
Encouragement can extend to giving the 
patient credit for improvement, but we 
should never suggest that he is to blame for 
an exacerbation. The plaintive confession 
is heard not infrequently, “You are not 
going to like me today,” when the patient 
appears in the office worse instead of better. 
In spite of this physical handicap, many 
patients carry on quite acceptably in their 
vocations. It can do no harm to express 
admiration for such adjustment. 
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Many physicians, when dealing with an 
atopic patient who happens to be a busy, 
active person, harassed by duties will attempt 
to interdict this compulsive hyperactivity. 
It would seem from these studies that this 
is ill-advised. Such a patient is striving 
toward remission, unwittingly perhaps, but 
defensively moving away from the immo- 
bility and passiveness of severe exacerbation. 

It appears also that attitudes toward 
scratching need revision. It should be re- 
membered that many of these patients Have 
been scolded since early life about this. In 
addition, some were put in restraints in 
infancy or early childhood to prevent 
scratching. No wonder that many atopics 
have built up strong guilt feelings about it. 
It is not only futile but cruel for the physi- 
cian to join in this oppressive clamor. They 
will scratch, secretly if necessary. It need 
not be encouraged, but it can at least be 
condoned. Many of them are worried about 
resulting infection and scarring. They 
should be assured that with antibiotics 
presently available, infection can be dealt 
with if it occurs. They should be told of 
the amazing regenerative powers of the 
human skin regardless of how much scratch- 
ing it has undergone. 

Guilt feelings are associated in many in- 
stances with flare-ups of the disease itself. 
The feeling somehow develops that it is 
retribution for badness. Another constant 
accompaniment of exacerbations is depres- 
sion. This is not to be taken lightly, since 
there were two suicides in our series. If 
the depression can be appreciated, the utter 
helplessness of some of these patients can be 
better understood, as can their extreme 
dependence. 

It needs to be emphasized that when 
these patients consult a physician, they are 
looking for all these intangible features of 
treatment, but they are also looking for 
care of their skin. This should be carried 
out in accordance with the physician’s train- 
ing and experience. One of the cornerstones 
of the success of the group project has been 
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the collaboration of the two disciplines in 
therapy. 

Finally, something should be said about 
the psychological overtones in the use of 
corticosteroid hormones in this disease. It 
is a very disquieting situation when a patient 
develops dependency upon large doses of 
steroids. There is no way of estimating 
how many atopic eczema patients are pres- 
ently keeping themselves comfortable by 
self-administered steroid hormones. Many, 
when seen for the first time, admit they have 
been doing so continuously or intermittently 
for weeks, even for months. 

It would seen sensible, when first intro- 
ducing patients to these drugs, to carefully 
explain their reversible effect on withdrawal, 
and to. point out possible undesirable side- 
effects. It should be understood that corti- 
costeroid hormones are preferably used as 
an emergency, short-term, measure when the 
eczema becomes unbearable or disabling. It 
should be made clear that they are to be 
taken only with the knowledge, and under 
the control of, their physician. All such 
prescriptions should be marked nonrefillable. 

A small percentage of therapeutically 
inaccessible atopic patients require mainte- 
nance administration of such medication. 
Without it, life is not worth living. Such 
hopeless patients, with their profound de- 
pression, are potential suicides, and, if not 
that, completely immobilized and unable to 
function. A decision must be made, and 
when once the patient is committed to such 
a course of management, the assistance of 
an internist should be employed. If no side- 
effects appear, the patient should be reas- 
sured and taught to compare himself to a 
diabetic who requires hormonal replacement 
therapy. If not essential to life itself, these 
drugs are necessary for a reasonably useful 
and happy existence in some few atopics. 


Summary 
In a general sense, psychotherapy may be 
defined as the science and art of systematic 
treatment of clinical disease by psychologi- 
cal means, with the aim of so influencing 
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the patient as to lead to the correction or 
amelioration of his illness. Supportive psy- 
chotherapy, the technique adapted to the 
patients of this series, subsumes efforts 
which center about influencing symptoma- 
tology. It does not intend the direct re- 
moval of basic, pathological processes. 

While teleological argument is not a 
contention of this writing, it is our belief 
that psychotherapy has played a significant 
part in the successful management of atopic 
eczema patients. The hormonal, biochemical, 
and neurophysiological correlations have not 
been defined satisfactorily in this disease, 
but we believe that psychotherapy promises 
to be a profitable methodological procedure 
in research into the complexities of this 
disease and other illnesses of psychophysio- 
logical nature. Repeated experience with 
atopic eczema patients suggests that an 
adequately supportive therapeutic, relation- 
ship, with the opportunity to express, ten- 
sions by verbal as well as active means, 
combines to reduce the intensity of primitive 
tension discharge patterns that in eczema- 
tous exacerbations had found outlet through 
the skin—the vulnerable organ system in 
these patients. 

It appears that, in addition to attention 
to allergic factors, the palliative effect of 
common skin remedies and the utilization of 
the anti-inflammatory effect of the steroids, 
improved patients have benefited by indi- 
vidual psychotherapy in some cases and 
group psychotherapy with others in a clinic 
setting. Awareness of the need for suppor- 
tive medical management has been seen to 
benefit a significant number of atopic eczema 
patients in the private dermatological prac- 
tice of one of us (W. B. G.). An un- 
hurried, accepting, and interested attitude 
on the part of the physician is a primary 
requisite in providing the patients with a 
suitable setting in which to talk of their 
interpersonal frictions, their dissatisfactions, 
and frustrating life situations. 

Characteristically, these patients are in- 
itially fearful, but controlled and nonverbal. 
Depression, distance, and distrust make them 
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difficult therapy problems. Atopic eczema 
patients are remarkably similar in attitudes 
and behavior when afflicted with comparable 
degrees of eczema and seen in a common 
setting. However, they are capable of vast 
and often dramatic change in behavior and 
appearance. Thus, clinicians who view them 
casually, and in different stages of illness, 
may be more struck by differences than by 
similarities. As a development of their op- 
portunity to talk about their feelings, clin- 
ical improvement has progressed in these 
patients who were able to establish and 
maintain actions effecting increased life 
satisfactions. Marriage, a job, a move to a 
new environment, or increased social activity 
are examples of changes that have occurred. 
We have observed a number of patients 
move from states of relatively helpless, 
passive, and depressive immobility associated 
with exacerbation of atopic eczema to a 
remission of skin symptoms and an improved 
personal equilibrium. Acceptable psycho- 
therapy has enhanced a therapeutic process 
involving, first, a lessening of depression, 
followed by increased self-confidence. Ver- 
bal expression of aggression becomes paral- 
lel with more aggressive social behavior. 
Constructive activity blends into the estab- 
lishment of more adequate personality de- 
fenses. Teasing or belittlement of others, 
more normal exhibitionism, and the emer- 
gence of compulsive traits are some of the 
reactions that serve to bind aggressive im- 
pulses in the service of reality. Our criteria 
of improvement have come to include com- 
parative assessment of the degree and extent 
of eczema and simultaneous evaluation of 
the patient’s personality adjustment. It has 
become increasingly evident that it is not 
possible to judge one aspect without con- 
sideration of the other. Appreciable and 
sustained change in one system finds signifi- 
cant change in the other. 

It must be emphasized that supportive 
psychotherapy with atopic eczema patients 
has followed regular psychiatric principles. 
Details in technique have been adapted to 
the particular needs and special complaints 
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of the patients. Psychotherapy, a hard 
taskmaster, is not viewed as a panacea. It 
expects much from the therapist, who may 
find himself sorely pressed in coping with 
the excessive demands and vacillations of 
his patients. It embodies the development 
of an interpersonal relationship in which the 
therapist, as a stable object of dependency, 
supports his patient with the elements of 
acceptance, reassurance, a certain amount 
of education, and the opportunity to venti- 
late feelings. Successful therapy demands, 
above all else, a suitable orientation on the 
part of the physician—an identity that will 
permit him to work with long-term problem 
patients. 

To compare two modalities, these patients 
who can tolerate individual psychotherapy 
and the closeness of a one-to-one relation- 
ship, will find more immediate confrontation 
with basic wants, fears, and feelings, and 
with more personal attention the anxiety of 
direct interest. Group psychotherapy offers 
the advantages of economy in time and effort 
for the therapist, dilution of responsibility 
through the broad target presented by co- 
leaders and other patients, and the patients 
find added strength in their mutual identifi- 
cations. 


The group method seems an answer to the 
recurrent feeling that one person is not 
enough to offset the deep disturbance present 
in many very sick people. Group therapy 
techniques are especially applicable to these 
situations in which the physician is con- 
fronted by time limitations and large num- 
bers of patients. It is believed that other 
physicians and specialists can add to their 
therapeutic effectiveness through the use of 
these techniques, provided that adequate 
psychiatric guidance and supervision are 
obtained. 


Conclusions 


1. Atopic eczema (disseminated neuro- 
dermatitis ) £ a psychophysiological ‘skin 
disorder of Zomplex and incompletely inder- 


stood etiology. Severe exacerbations of the 
disease are associated with depression, so- 
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cial withdrawal, masochistic attack upon the 
skin, and a state of relative immobilization. 
Remissions are associated with increased 
aggressiveness, increased physical activity, 
the assertion of more personal independ- 
ence, and restitution of more adequate per- 
sonality defenses. Behavioral transitions 
between these two polarities are indicative 
of the trend of the disease and the efficacy 
of treatment. 

2. Supportive psychotherapy has provided 
a valuable adjunct to the standard medical 
treatment of atopic eczema in our experi- 
ence. Therapeutic responsiveness has been 
an influence of psychotherapy with these 


patients, and improvement or remission of 
skin symptoms has been associated with . 


improvement in their over-all personality 
adjustment. 
3. Interdisciplinary collaboration has re- 


sulted in more adequate therapy than either - 


specialist can provide when working in 
isolation. 

4. Psychotherapy, which gives definition 
to the force of the traditional doctor-patient 
relationship, is adaptable to the treatment 
regimen of physicians interested in the prob- 
lem of atopic eczema. These problem pa- 


tients require special attention and adequate © 


emotional support in addition to routine 
medical management. Group therapy is 
especially useful in selected cases and in 
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those situations where the physician is lim- 
ited in time and confronted by large num- 
bers of patients. 
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Idiopathic Atrophoderma of Pasini and Pierini 


ORLANDO CANIZARES, M.D.; PERRY M. SACHS, M.D., New York; LEON JAIMOVICH, M.D., Buenos Aires, 


and VICTOR M. TORRES, M.D., San Juan, P. R. 


The study of the cutaneous atrophies is 
one of the many obscure chapters in der- 
matology. In this article we shall discuss 
a peculiar cutaneous atrophy described by 
Pasini! in 1923, under the title of pro- 
gressive idiopathic atrophoderma, which has 
received no attention as such in the Ameri- 
can dermatologic literature and is not men- 
tioned in any textbooks in English. The 
Argentine dermatologists, especially Luis 
Pierini, have, since 1936, studied this con- 
dition and its possible relation to localized 
scleroderma (morphea). During the past 
20 years Pierini? has observed over 50 
cases of this condition, which indicates that 
it is not uncommon. It was the reading of 
those reports in the Argentine literature 
and the opportunity afforded by the study 
of one of the original cases that prompted 
one of us (O. C.) to gather material which 
is the subject of this presentation. 


The contributions of Pierini and his as- 
sociates to the knowledge of this condition 
have been invaluable. For this reason, we 
suggest that this cutaneous atrophy be 
known as_ idiopathic atrophoderma of 
Pasini and Pierini. Following the Argen- 
tine authors, we have omitted the term 
“progressive” from the title. 


It is with certain hesitation that we intro- 
duce the term “idiopathic atrophoderma” 
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(1. A.) into the already overcrowded Amer- 
ican dermatologic nomenclature. More than 
a name, it is a concept which may be applied 
to some unclassified atrophies or to an 
“atypical” form of morphea. 


The Original Case of Pasini 


In 1923 Agustin Pasini, of Milan, re- 
ported a case of a young woman, aged 21, 
with a peculiar cutaneous atrophy involving 
the trunk. The cutaneous lesions had de- 
veloped approximately four years previ- 
ously. The first lesion appeared on the 
back, at the interscapular region. This was 
a bluish cyanotic round lesion depressed 
from the surrounding tissue. There was no 
evidence of inflammation either on the 
affected area or around it. The condition 
had extended from the upper part of the 
back to the lower, flanks and sacral, region. 
Lesions also appeared on the chest over the 
sternal region on the right shoulder and 
around the waist line. 

The dermatosis consisted of large plaques 
of cutaneous atrophy, essentially character- 
ized by thinning and depression of the skin, 
without noticeable alteration of the surface 
or consistency of the skin except for a 
change of color to a cyanotic brownish gray. 
A sharp depression of the skin separated 
the affected area from the surrounding 
normal skin with absolute absence of ery- 
thema or other inflammatory changes. 
There was no infiltration of the affected 
areas on the patches or in the depressed 
surrounding skin. The patches were de- 
pressed 1 to 2 mm. and were smooth and 
flat, apparently with normal keratinization, 
and showed no evidence of sclerosis. There 
was an apparent decrease of follicular open- 
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ings. The elasticity and consistency of the 
skin was well preserved, since the response 
to pinching of the skin was the same on the 
patches as on normal skin. The thinness of 
the tissue allowed one to see the deeper 
blood vessels, which appeared dilated, al- 
though they could not be detected indi- 
vidually. 

The transition from the normal skin to 
the affected patches was abrupt, with a 
sharp slope. The border had an irregular 
wavy shape, although there were no deep 
penetrations into the normal skin. 
Microscopic examination at lower mag- 
nification shows evidence that the cutaneous 
atrophy was at the expense of the mid and 
deep dermis, while the epidermis and the 
subcutaneous tissue had a normal appear- 
ance, 

From the histologic standpoint, the char- 
acteristic finding was a decrease in thickness 
of the dermis reticularis in the area clin- 
ically atrophic, without degeneration of the 
connective tissue and collagen. There was 
conservation of the elastic tissue, which 
appeared more abundant in the area where 
the dermis reticularis was decreased. There 
was dilation of the blood vessels with some 
stasis of the deep blood vessels of the 
atrophic zone. Sparse and small foci of 
infiltration were present at the dermis 
reticularis. These were formed by small 
round mononuclear cells without any special 
significant arrangement. 


Review of the Literature 


We shall first review the cases reported 
under the name of P. I. A. of Pasini. 

All the cases of I. A. reported have been 
published in Argentina, with the exception 
of the case of Ronzani,? which, judging 
from the clinical picture described, differs 
so much from the original description that 
it does not belong in this group. 

In 1936 Luis Pierini and Donato Vivoli * 
reported a case of a woman, aged 19, with 
lesions of three years’ duration on the right 
side of the chest and back, extending in a 
zosteriform distribution. Two years later 





Canizares et all. 


other lesions appeared on the abdomen and 
thighs, always on the right side. The lesions 
were nonindurated bluish violaceous patches 
typical of I. A. The histologic picture 
showed an atrophy of the dermis. The con- 
nective tissue showed some homogenization 
but without degenerative changes. Elastic 
tissue was normal. The patient was again 
seen 10 years later, and there had been no 
change in either appearance or number of 
the lesions. 

Luis Pierini and Pablo Bosq® in 1941 
reported the third case of this condition. 
The patient was a 28-year-old man with 
a lesion of nine years’ duration on the right 
side of the back. It was a single, depressed, 
bluish plaque, 5 cm. long, without super- 
ficial atrophy, telangiectasia, or erythema. 
The microscopic examination showed only a 
decrease of the size of the dermis with ven- 
ous engorgement. 

Luis Pierini and Norberto O. Sanchez 
Basso ® reported, in 1944, a woman, aged 
34, with large lesions on the back, flanks, 
and upper aspect of the thighs, probably of 
several years’ duration. All patches showed 
the typical bluish-slate color and were de- 
pressed and noninfiltrated. The histologic 
examination showed in the deep dermis a 
decrease of the amount of connective tis- 
sues, although the bundles did not show 
pathologic changes. The elastic tissue was 
normal. 

In 1946 Alejandro A. Cordero and Fer- 
nando Noussitou? reported a case of a 
man, aged 23, with many depressed bluish 
patches on the back. Two of these, after 
four years, developed whitish areas in the 
center. The others remained unchanged. 
The patient, seen eight years later by two 
of us (J. J. and O. C.), constitutes the 
first case of our series. 

Luis Pierini and Dagoberto Pierini® in 
1952 reported a boy, aged 14, with lesions 
of three years’ duration on the right fore- 
arm, nucha, and trunk. All lesions were 
depressed, slate-colored patches, typical of 
I. A. One lesion on the left flank had a 
typical keloid. The histologic appearance 
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of the depressed patches was described as 
quantitative atrophy with hyalinization of 
the collagen suggestive of scleroderma. 

In 1952 Julio Borda® reported a man, 
aged 56, with two patches on the anterior 
aspect of the thighs and back, clinically and 
histologically suggestive of I. A. On the 
left thigh the lesion presented in the center 
a whitish punctate appearance with follic- 
ular keratosis suggestive of lichen sclerosus 
et atrophicus. 

D. Grinspan, R. Calandra, and J. 
Abulafia?° reported in 1953 two patients 
with lesions resembling the clinical picture 
of atrophoderma of Pasini, secondary to 
localized scleroderma. The first one was a 
boy, 10 years old, with bilateral and sym- 
metrical eruption of four years’ duration 
localized to the anterior aspect of the abdo- 
men. One of the lesions was palm-sized 
and presented at its upper part the charac- 
teristic clinical and histological appearance 
of an atrophoderma of Pasini, while at its 
lower part it presented the clinical indura- 
tion and ivory color of a morphea. The 
histologic study suggested this latter diag- 
nosis. The second case was a patient of 
Drs. Pierini and Borda, observed by them 
for a period of 12 years. The diagnosis of 
morphea and atrophoderma of Pasini had 
been considered. At the time of presenta- 
tion the clinical appearance of the lesions 
was typical of this latter condition. 

In 1953 David Grinspan and Antonio 
Zurita 1 reported two cases of I. A. One, 
a youth 20 years old, presented lesions of 
six years’ duration on the right side of the 
back. The other, a youth aged 17, pre- 
sented a violaceous patch with telangiestasia, 
which followed the indurated patch. Histo- 
logically, the findings suggested a sclero- 
derma in its atrophic phase. 

Ismael Pomposiello*~ in 1954 described 
a case with two slate-colored, depressed, 
atrophic patches. One lesion presented a 
whitish indurated center which, histologi- 
cally, showed the appearance of sclero- 
derma. 
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The same author? also reported, in 
1953, two cases of I, A. confirmed by 
microscopic examination. In one, a young 
woman aged 24, there were lesions on the 
back, dorsal aspect of the hands, and ex- 
tensor aspect of the forearms. On the hands 
the lesions were pinhead or matchhead 
sized. The other, a woman aged 17, pre- 
sented depressed bluish well-defined patches 
of four years’ duration on the back. 

In 1956 Borda and Abulafia '* reported 
an interesting case showing lesions of I. A., 
scleroderma “en goutte,” and plaques and 
lichen sclerosus et atrophicus. The patient 
was a 38-year-old man with lesions of 15 
years’ duration. Some of the lesions were 
so superficial that they clinically resembled 
vitiligo. According to Borda, this case 
illustrated the close relationship existing 
between these conditions. 

Undoubtedly, cases similar to the one 
described by Pasini have been observed in 
other countries. They have puzzled derma- 
tologists and often have been presented to 
dermatologic societies for diagnosis. The 
usuai presenting diagnosis was morphea. 
Often the consensus was that lesions of 
this type belong to the morphic group as 
an atypical variety, but very outstanding 
clinicians dissented and frankly stated their 
inability to find a precise name for this 
condition. 

As early as 1908 Nobl,!® under the name 
of “association of idiopathic atrophy of the 
skin and circumscribed scleroderma,” re- 
ported a girl, aged 14, with two patches 
on the back. One was soft, blue violaceous, 
thin; the other was hard, yellowish, and 
shiny. Nobl concluded that the same cause 
may lead in one person to lesions of sclero- 
derma and idiopathic atrophy. 

Ehrmann and Briinauer?® have exten- 
sively reviewed the literature in regard to 
the relationship of atrophies and sclerosis. 
They mention the cases reported by Brocq 
and Civatte, Jeanselme, etc. under the 
name of atrophic scleroderma “d’emblée” or 
dyschromic and atrophic type of sclero- 
derma which has also been called morphoea 
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plana atrophica. The French authors con- 
sider these lesions a link, or “fait de 
passage,” between the cutaneous atrophies 
and the sclerodermas. 

H. Gougerot 77 in 1933, under the name 
of “lilac-nonindurated type” of scleroderma, 
reported three cases which belong to this 
group. One of them simultaneously pre- 
sented lesions typical of morphea and non- 
infiltrated bluish violaceous lesions. Another 
presented two lesions, clinically identical 
to I. A., which remained unchanged for 
eight years. Gougerot stated that he had 
been able to observe, in successive examina- 
tions, the transformation of some of these 
bluish violaceous plaques into typical ivory- 
colored, indurated, localized scleroderma. 
He also records a case in which the bluish- 
violaceous plaque was a sequela of a typical 
patch of indurated morphea. Gougerot calls 
this atypical type of localized scleroderma 
“forme lilacée et non-indurée” but admits 
that the plaque is often more bluish than 
violaceous. Unfortunately, there is no rec- 
ord of microscopic examination of Gou- 
gerot’s cases. 

In the British literature one often en- 
counters the term “morpheic atrophy of 
the subcutaneous tissue,’ which possibly is 
related to this group of patients. Parker- 
Weber ** stated that he had seen a few 
cases of morpheic atrophy of subcutaneous 
tissue and believed that it was a self-limit- 
ing disease. 

S. M. Thomson !® in 1930 demonstrated 
a patient, 21 years old, with lesions which 
had been present for 10 years. The distri- 
bution was in a zosteriform arrangement. 
There were depressed patches of normal 
elasticity. The veins could be seen more 
clearly and gave the impression of being 
seen through a glass which is tinted or 
slightly fogged. In the discussion of this 
patient, Parker-Weber stated his belief that 
this condition belonged to the group of 
morpheic atrophy of the subcutaneous 
tissue. 

H. Corsi 7° in 1931 demonstrated a young 
woman, aged 22, who for 15 years had 
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presented sharply defined patches, brownish 
in color, slightly depressed, and translucent 
and the veins were clearly visible. In this 
case the depressed patches suggestive of 
I. A. remained unchanged for 15 years, 
while an independent lesion suggestive of 
morphea developed. 

American dermatologists, too, have often 
been puzzled by bizarre clinical pictures 
which could not be properly classified into 
any of the known entities. They, too, have 
felt that in some instances this type of 
atrophy is often related to morphea. 

George Andrews*! demonstrated in 
1944 a boy, aged 15, presenting well-defined 
brown depressed patches on the trunk. E. 
W. Abramowitz stated that he did not know 
exactly where to classify this case. 

Franklin I. Ball? in 1946 presented at 
the Los Angeles Dermatologic Society a 
girl, aged 13, who for five years had pre- 
sented discolored spots on both flanks and 
on the back. The lesions were sharply out- 
lined ovoid plaques, ranging from the size 
of a half-dollar to that of a palm, which 
were symmetrically distributed. The lesions 
were somewhat depressed. L. H. Winer 
stated that he considered this condition a 
form of atrophy but not scleroderma. 

In 1948 Fred Wise ?* presented a girl, 
aged 16, at the New York Academy of 
Medicine, with a clinical picture somewhat 
related to the one discussed here. There 
were dark brown to blackish noninfiltrated 
patches somewhat depressed on the back, 
abdomen, and thighs. The presenter’s diag- 
nosis was pigmentation and atrophy preced- 
ing morphea. 


Report of Cases 


Case No. 1—A white man, aged 31, single, 
first noticed in December, 1942, an elongated 
dark depressed lesion on the lower part of the 
back at the level of his waist. During the follow- 
ing three years other similar bluish depressed 
lesions appeared on the back. There were no sub- 
jective symptoms. Four years after the onset, 
whitish patches appeared in the center of two 
depressed patches. The patient consulted Dr. 
Alejandro A. Cordero in Buenos Aires, who diag- 
nosed the condition as idiopathic atrophoderma 
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with circumscribed scleroderma and reported it 
with Fernando Noussitou.’ 

The patient moved to New York later, where he 
was seen in 1954 (that is, 12 years after the 
onset). A few newer depressed bluish lesions had 
appeared on the back, but there was no increase 
of the whitish areas as compared with the photo- 
graphs taken in 1946. 

Description—The cutaneous findings are con- 
fined to the back, which shows several patches 
varying in size and shape with depressions from 
2 to 3 mm. (Fig. 1). The younger lesions are 


Fig. 2 (Case 1., lesion 
from midback).—Morphea- 
like picture showing edema 
of collagen bundles of upper 
cutis and thin flattened 
epidermis (H. & E.; 75). 
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Fig. 1 (Case 1).— 
Print from a  Koda- 
chrome _ transparency. 


Back of patient showing 
multiple depressed 
patches, two of which 
present sclerodermatous 
changes. 


round or oval and measure 2 to 3 cm. in diameter. 
The larger ones are on the lower part of the 
back, at.the level of the waist, and are formed by 
confluence of the smaller ones, presenting a fes- 
tooned border. These patches are band-like around 
the waistline, giving a “Swiss cheese” appearance. 
Two of the patches present a central whitish, 
shiny surface with a resulting “carte de visite” 
feeling. There is no follicular plugging or de- 
pression in that area. With the exception of these 
whitish spots, the color of the lesions is bluish- 
violaceous, slightly cyanotic. Otherwise, the sur- 
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Fig. 3 (Case 1, lesion from shoulder). 
—Deeper cutis showing edema of col- 
lagen bundles (H. & E.; X 175). 





face is smooth without sensation of infiltration, 
and the surrounding skin is apparently normal. 
Laboratory Examinations——Blood counts and 


urinalysis were within normal limits. _ Serologic 
tests for syphilis were negative. Tuberculin test 
1:500 was weakly positive. 

Microscopic Examination (P. Sachs).—Two 
lesions were examined microscopically. The one 
from the middle of the back, in the center of the 
whitish area, shows microscopically (Fig. 2) that 
the superficial vessels are dilated, and there is 
practically no inflammatory reaction. There is 
pronounced edema of the collagen bundles 
throughout the cutis. The epidermis is thin and 
flattened. These sections show no fat. The elastic 
tissue, for the most part, shows no gross changes. 
However, there is some irregular clumping in a 
small area of the deep cutis at the very bottom 
of the section. 

The second biopsy specimen, taken at the pos- 
terior aspect of the left shoulder from a bluish 
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Fig. 4 (Case 1, lesion from 
shoulder).—Deeper cutis showing 
irregular clumping of elastic tissue 
(Weigert; X 175). 


depressed patch (Figs. 3 and 4), shows micro- 
scopically that the superficial vessels are dilated, 
some are congested, and about them there is a 
mild focal reaction of small round and wandering 
connective tissue cells. There is interstitial edema 
of the upper cutis and pronounced intracollagenous 
edema of the deep cutis. The epidermis is rela- 
tively normal and the rete pegs intact. There is 
no fat present. The elastic tissue in the upper 
cutis shows mild disruption, while in the deep 
cutis it is arranged in irregular masses. 

Case No. 2.—A 15-year-old girl was referred 
to us by Drs. George Lewis and Frank Cormia 
from the New York Hospital. 

The past and family history were essentially 
negative. The first lesion appeared on the right 
scapular region in the summer of 1952. During 
the next nine months three additional patches 
appeared on the right lower posterior thoracic 
region; these were always soft. The first lesion 
was originally indurated, but later became soft and 
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Fig. 5 (Case 2).— 
Back of patient. The 
upper lesion, originally 
suggestive of scleroderma 
in its edematous stage, 
at present resembles the res 
lower one. 








Fig. 6 (Case 2).—Deeper cutis showing 
edema of collagen bundles. (H. & E.; & 75) 
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Fig. 7 (Case 2).—Deeper cutis showing ir- 
regularity of elastic tissue (Weigert; > 75). 


depressed. During the past two years the three 
lower lesions fused to form a larger, irregularly 
shaped plaque. The patient’s general health has 
remained good. 

Description—There is a_ slightly depressed 
plaque on the right scapular region, approximately 
5X8 cm. The surface of the patch is not 
atrophic. Lanugo hairs are present. The borders 
of the lesion are sloped. The color is brownish- 
blue. The larger patch on the lower back (Fig. 5) 
has an irregular shape and measures 8X10 cm. 
It is more depressed than the patch described 
above, and presents sharper, more vertical borders. 
The surface is smooth, and also is covered by 
lanugo hairs. There is no induration. The color 
is blue-violaceous, and the deep blood vessels can 
be faintly seen. The skin surrounding the patches 
is normal. 

Laboratory data.—Urine, blood counts, and dif- 
ferential formula were within normal limits. Sero- 
logic test for syphilis was negative. 

Microscopic Examination—A biopsy specimen 
taken in 1953 at the New York Hospital was in- 
terpreted as “scleroderma, early.” Microscopic 
examination of a biopsy specimen taken in April, 
1957, showed the superficial vessels dilated and 
about them a mild, simple reaction of wandering 
connective tissue cells. Some of the deeper vessels 
show congestion. Within the upper cutis there is 
interstitial edema. The deeper portion shows 
edema of the collagen bundles. The elastic tissue 
shows no significant changes except for irregular 
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The epidermis and 


clumping in the deep cutis. 
the fat show no unusual findings. 

A biopsy specimen taken from the lower lesion 
(Figs. 6, 7, 8, and 9) (P. Sachs) microscopically 
showed the superficial vessels to be dilated and 
congested. About them is a mild focal perivas- 
cular infiltration composed of small round and 


wandering connective tissue cells. Superficially 
{there is interstitial edema, while the collagen 
of the deep cutis is swollen and edematous. There 
is an area in the upper and midcutis that suggests 
possible minimal sclerosis. The epidermis shows 
no significant changes and intact rete pegs. The 
section contains no fat. While the elastic tissue in 
the upper cutis shows some fragility, in the deep 
cutis it is irregularly clumped. 

CasE No. 3.—A white man, a physician, aged 
28, was first seen by one of us (O. C.) in Caracas, 
Venezuela, in consultation with Dr. Francisco 
Scannone, in August, 1956. 

The family history showed two brothers with 
diabetes. There was a history of repeated attacks 
of tonsillitis. Tonsillectomy was performed in 
January, 1957. There was no history of ingestion 
of medication. 

The present condition began in approximately 
1950. The first lesion appeared on the right side 
of the chest. This was a patch of slightly brown- 
ish-blue color which occasionally produced a 
sensation of warmth or tingling. 

Description—On the left side of the thorax 
there is an elongated brownish-blue depressed 
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Fig. 9 (Case 2).—Higher 
magnificatioen of deeper cutis 
of Figure 7 (Weigert; X 175). 


patch about 5 cm. long. The surface of the lesion 
does not show atrophy. On the back (Fig. 10), 
especially on the lumbar region and_ buttocks, 
there are several small, depressed, bluish-violaceous 
lesions, round or oval, from 3 to 5 cm. in diameter. 
The surface over the patches was smooth and 
showed no wrinkling. There is no infiltration. 
The patches were depressed with sloping borders. 
The skin surrounding the patches was normal. 
Laboratory Examination.—Serologic tests for 
syphilis were negative. Urine showed traces of 
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Fig. 8 (Case 2).—Higher magnification of 
rena cutis of Figure 6 (H. & E.; X 
175). 





sugar. Fasting blood sugar was 120 mg. Blood 
count and differential were within normal limits. 

Microscopic Examination.—Three biopsy speci- 
mens were taken and examined by P. Sachs. In 
the one from the right side of the chest the 
superficial vessels are dilated and show some con- 
gestion. About them is a mild perivascular infil- 
tration of small round and wandering connective 
tissue cells. There is some interstitial edema of 
the upper cutis and mild edema of the collagen 
and deep cutis. The epidermis is uninvolved with 
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Fig. 10 (Case 3)—Several small and depressed 
lesions on the back. 


intact rete pegs, and there is no fat present. The 
elastic tissue is not significantly involved in the 
upper cutis but is decidedly irregularly clumped 
in areas in the deep cutis. 
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In the second biopsy specimen taken from a 
depressed lesion on the back (Figs. 11 and 12), 
the superficial vessels are dilated and about them 
there is a moderate focal reaction composed of 
small round and wandering connective tissue cells. 
Some of these are congested and filled with blood 
elements. There is a mild interstitial edema of 
the upper cutis and some edema of the deep col- 
lagen bundles. The epidermis is relatively normal 
with intact rete pegs, and there is a little pigment 
in the basal-cell margin. The sections contain no 
fat. There is slight irregularity of the elastic 
tissue in the upper cutis but irregular clumping in 
the deep cutis. 

In the third ‘biopsy specimen, taken from a 
lesion on the left side of the chest (Figs. 13, 14 
and 15), the findings are similar to those pre- 
viously described from the back of this patient. 
However, in these sections there tends to be more 
edema, interstitial in the upper cutis and involving 
the collagen in the deep cutis. There is a great 
amount of fat present and the fat in uninvolved. 
The elastic tissue changes are not unlike those 
found in the lesion from the back, but there ap- 
pears to be more clumping in the upper cutis. 

Case No. 4—A white woman aged 31 con- 
sulted Dr. George C. Andrews on Aug. 17, 1955, 
because of “dark patches” of seven years’ duration 
on various areas of the body. The only symptom 
associated with this condition was extreme ap- 
prehension arising from the fear of a grave 
prognosis connected with it by the original diag- 
nosis of scleroderma. 


Fig. 11 (Case 3, lesion from back).— 
Deeper cutis showing edema of collagen 
bundles (H. & E.; X 175). 








Fig. 13 (Case 3, lesion from side of 
chest ).—Deeper cutis showing edema of col- 
—_ bundles and fat unaffected (H. & E.; 
x 75). 


The general physical examination was normal 
except for the skin. On the extremities and the 
back there were several slightly to moderately de- 
pressed smooth brownish patches, varying in size 
from 5 to 10 cm. The large lesion located on 
the back showed slight atrophy of a diffuse 
character as well as small irregular areas of 
somewhat deeper depressions and telangiectasies. 
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cutis showing clumping of elastic 


(Weigert; > 175). 





There was no infiltration or induration in any of 
the patches. 


Laboratory Examinations—All were within the 
normal limits. 


Microscopic Examinations—Three previous 
microscopic examinations performed by a previous 


physician had been inconclusive. 
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Fig. 14 (Case 3, lesion from side 
of chest).—Higher magnification 
of deeper cutis and fat of Figure 
13 (H. & E.; X 175). 





A biopsy done on Jan. 16, 1957, was reported 


as follows: (Dr. G. Machacek) “Microscopic 
examination of sections of the skin from the right 
arm revealed an epidermis which was perhaps 
slightly attenuated. The cutis appeared to be 
mildly edematous. The collagen bundles of the 
upper reticularis were thin and seemed to be 
parallel to the surface. There was a slight in- 
flammatory reaction present. Diagnosis: Question- 
able atrophy of the skin. The remarkable feature 
of this cutaneous biopsy was the paucity of 
pathologic change.” 
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Fig. 15 (Case 3, lesion from side 
of chest)—Deeper cutis showing 
irregular arrangement of elastic 
tissue (Weigert; X 175). 


CasE No. 5.—A 24-year-old white married 
woman was referred to the Department of Derma- 
tology from the Department of Obstetrics of the 
Vanderbilt Clinic where she was being followed 
for her first pregnancy. She was referred be- 
cause of asymptomatic lesions of three years’ 
duration on the trunk. 

The patient noticed the first cutaneous lesions 
during the winter of 1954. Several brownish, 
smooth patches appeared on the lower abdominal 
wall. Later on similar lesions were observed on 
the chest and sides of the trunk. At no time was 


53 








there any induration or sensory disturbance on 
the lesions. 

Description—The patient was a well-developed 
and well-nourished woman in the fifth month of 
pregnancy. The general physical examination was 
normal except for the changes in the skin. 

On the lower part of the abdomen, the sides of 
the trunk, the upper anterior chest, and the lower 
back, there were many oval, smooth, slightly to 
moderately depressed lesions which generally 
followed the lines of cleavage. The color was 
light to dark brown, being most intense at the 
periphery and irregularly mottled or reticulated 
in the center of the patches. The borders were 
lost imperceptibly in the normal skin of the 
vicinity. Telangiectasia could be seen in some 
of the lesions, particularly in those of the chest. 
There was no induration. 

Laboratory Examination—The serologic test 
for syphilis was negative. Blood counts and 
differential were within normal limits. The sedi- 
mentation rate was 16 mm. in one hour (Wester- 
gren method). The urine was normal. 

Histopathologic Examination (Dr. G. Macha- 
cek).—‘In these sections of a small biopsy taken 
from the left flank, one noted a little hyperkera- 
totic, hyperpigmented epidermis. A few dilated 
blood vessels were present in the subepidermal 
cutis. A few of the vessels were surrounded by 
lymphocytes. The cutis wes edematous but not 
sclerotic. A small portion of a nerve showed no 
evidence of infiltration or proliferation. The 
pathologic changes did not suggest a diagnosis of 
scleroderma. Diagnosis: Inflammatory dermatosis 
with minimal manifestations.” 


Discussion of Our Cases 


A review of our cases shows that they 
present the clinical and histological features 
characteristic of I. A. of Pasini and Pierini. 
Case No. 1 had already been diagnosed and 
reported by Cordero and Noussitou in 
1946. Case No. 2 was diagnosed as belong- 
ing to this entity by Julio Borda and Os- 
waldo Costa when the patient was presented 
at a meeting of the Section of Dermatology 
of the New York Academy of Medicine. 

In Case No. 1 the two whitish morphea- 
like lesions, developed in the center of the 
bluish depressed, atrophic patches only four 
years after onset. Several atrophic areas 
remained unchanged for 14 years. This 
would indicate that the atrophic changes 
were the primary process and that the 
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morphea-like changes, when they appeared, 
were secondary. 

Case No. 2 at the onset presented an 
infiltrated patch which clinically and histo- 
logically resembled an early morphea. This 
lesion, after four years, presented an atro- 
phic appearance. These changes could be 
interpreted as either secondary to the 
morphea-like changes or, more probably, 
concomitant with them. When the edema- 
tous stage of the collagen bundles became 
less pronounced, the atrophy became evi- 
dent. The patch on the lower back has 
from its onset been clinically and histologi- 
cally characteristic of this entity. - 

Case No. 3 showed only small coin- 
shaped lesions, while Case No. 4 presented 
a single large patch. 

Case No. 5 is considered atypical, since 
the patch was more brown than bluish-viola- 
ceous and presented telangiectasia. The 
significant microscopic features of our 
cases comprise edema of the collagen bun- 
dles of the deep cutis and the accompanying 
irregular clumping and loss of elastic tissue 
in this area. The fat and epidermis are 
uninvolved, while the findings of mild to 
moderate interstitial edema of the upper 
cutis, associated with no gross changes of 
the elastic tissue and mild, simple, focal 
cellular reaction, are of no particular value. 
For the most part, little adnexal tissue is 
seen, but it should not be overlooked that 
the sites of biopsy are not rich in these 
structures. 

We have observed recently two more 
cases that we feel belong to this group. 
They are not included in our series as we 
have no microscopic studies. One was a 
patient of Marion Sulzberger, a woman 
aged 19, who since the age of 5 presented 
areas of atrophy localized to the arm, chest, 
and back. The lesions were depressed, soft, 
and brownish in color. The deep blood 
vessels were visible. The other was a pa- 
tient of Milton Ross, a woman aged 20, 
who for eight years presented depressed 
brownish-blue lesions on the chest and back. 
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On the arm there was an infiltrated mor- 
phea-like lesion. 

Examining the Kodachrome collection of 
the Skin and Cancer Unit of our Univer- 
sity Hospital, we found a slide with the 
typical characteristics of I. A. The patient 
was a woman aged 31 with lesions of 10 
years’ duration. Large depressed brownish 
plaques of atrophy covered the trunk, espe- 
cially the back. Some showed later whitish 
morphea-like changes in the center. The 
picture resembled our Case No. 1. The 
microscopic findings were interpreted as 
scleroderma (Hyman). 


Summary of Our Cases 


There were two male and three female 
patients. The onset of the lesions was in 
the teens or early twenties. The general 
health was not affected. One patient showed 
an incipient diabetes. The lesions were on 
the trunk, always affecting the back. They 
were asymptomatic in four cases; one com- 
plained of occasional tingling or sensation 
of warmth. The course was extremely 
slow and progressive and ranged from 4 to 
15 years. There was an apparent spon- 
taneous arrest in two cases. No complete 
involution of the lesions took place in any 
case. 


Characteristics of the Progressive 
Idiopathic Atrophoderma of Pasini 
and Pierini 


From the review of the literature and 
the study of our cases, the following clinical 
and histological pictures can be considered 
as characteristic of I. A. of Pasini and 
Pierini. 

It occurs more often in women than in 
men. It usually starts early in life, usually 
in the teens or the twenties. Only one case 
has been reported over 50. 

The onset of the lesions is insidious; 
some patients have felt sensations of 
warmth or tingling on the areas, but in the 
majority the lesions were entirely asympto- 
matic. 
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The usual location is on the trunk, espe- 
cially on the back and on the abdomen. 
Rare lesions have occurred on the proximal 
end of the extremities. None has been re- 
corded on the face; the hands and feet are 
rarely affected. 

The distribution is often bilateral and 
symmetrical, but patches may appear in 
irregular distribution and asymmetrically. 
A vague zosteriform state has been re- 
corded. The lesions are usually round or 
ovoid; in the latter case, often the long 
axis is parallel to the lines of cleavage. 
The lesions may run together forming 
larger irregularly shaped plaques with con- 
vex borders. 

The sizes of the lesions range from a 
few centimeters to large plaques covering 
the whole back of the patient. Palm-sized 
patches are common. 

The patches themselves are characteristic. 
They are bluish-violaceous in color— 
“caeruleae” according to the Argentine 
authors, meaning a resemblance to the color 
of the maculae caeruleae observed in pedic- 
ulosis pubis. Some present a slate gray- 
blue or brownish color. There is suggestion 
of the cyanotic color of passive hyperemia. 
There is no telangiectasia. The deeper 
blood vessels are faintly visible. Their 
blurred appearance gives the impression 
that they are being seen through a glass 
that is tinted or slightly fogged. 

The surface of the patches, besides its 
peculiar color and the fact that it is de- 
pressed from the normal skin, is of normal 
appearance. It is smooth, and there is no 
evidence of atrophy of the epidermis. The 
normal lines and furrows of the skin are 
present. The follicular openings are nor- 
mal although somewhat decreased in num- 
ber. There is no follicular hyperkeratosis. 
Dermographic reaction is normal. Palpation 
of the plaques reveals a normal consistency; 
there is no apparent edema, thickening, 
sclerosis, or leathery feeling. Neither is 
there evidence of epidermal atrophy or 
“hernia sensation.” In other words, the 
skin over the patches gives the same sensa- 
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tion and reactions when touched, felt, or 
pinched as does the surrounding normal 
skin. 

The borders of the lesions are usually 
sharply defined, usually abrupt, a “cliff 
drop” ranging from 2 to 8 mm. The border 
itself is simply the edge of the lesion. 
Occasionally it is less abrupt, and instead 
of a sharp drop there is a gradual slant 
of a few millimeters. This is often ob- 
served in the lesions located on the abdo- 
men. 

The depression of the patches is char- 
acteristic. They seem to be an inverted 
plateau or valleys. They give the impression 
of having being carved out with a knife. 
When several patches are present, this de- 
pression gives to the back of the patient a 
“Swiss-cheese” appearance. The depres- 
sions are more pronounced on the back, 
where the dermis is thicker. 

The skin surrounding the patches is al- 
ways normal in appearance. In no instance 
has erythema or “liiac ring’’ been observed. 
There is never edema, elevation, induration 
or scaling, or any pathologic change of the 
surrounding skin. 

The cases showing _ sclerodermatous 
changes, if they appeared on previous 
atrophic patches, usually began in the cen- 
ter of the depressed violaceous lesions and 
presented a whitish, shiny, indurated sur- 
face. When the sclerodermatous lesions 
appeared simultaneously or preceding those 
of atrophy, they presented a clinical pic- 
ture similar to that of early edematous 
morphea. The “lilac ring’? was never ob- 
served around those lesions. 

The lesions which followed those of early 
sclerodermatous appearance presented the 
same clinical picture as the atrophic patches 
previously described. Some of those showed 
a brownish-blue color. 

The course of the disease is progressive; 
lesions may appear for 10 or 20 years be- 
fore reaching a standstill. No complete 
involution of the lesions has been noted. 

The opinions expressed in the literature 
note that this condition is not characterized 
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by striking or pronounced changes micro- 
scopically but do call attention to a quan- 
titative diminution in the thickness of the 
cutis. These authors stress the absence of 
degeneration and refer to areas of collagen 
showing homogenization. We are inclined 
to believe that “homogenization” is used 
synonymously with intracollagenous edema. 
No significant elastic tissue changes have 
been previously cited. Dilatation and con- 
gestion of the superficial and deep vessels 
had been observed. 


Comments 


We believe that the clinical and micro- 
scopic findings described under the title of 
I, A. of Pasini and Pierini are distinctive 
enough to justify their classification as a 
separate entity. 

The Argentine school, Pierini and Borda 
being the outstanding proponents of this 
concept, admits two types of I. A.: (a) a 
true idiopathic atrophy, which remains as 
such, ufichanged, for many years, and (b) 
a second type which is closely related to 
morphea either histologically, clinically, or 
both, although the clinical evidence of scle- 
rosis often appears only years later. They 
noted that this atrophic clinical picture may 
be observed as a sequela of cases of local- 
ized scleroderma. 

Against classifying these cases as “atypi- 
cal morphea”’ the following clinical consid- 
erations can be stated: (a) the atrophic 
patches may precede those of sclerotic ap- 
pearance for many years or, in fact, this 
eventuality may never occur; (b) some 
cases are associated with lichen sclerosis 
et atrophicus, with or without morpheic 
lesions; (c) the relationship between a 
cutaneous atrophy and _ sclerodermatous 
changes is an accepted fact. Such is the 
case in dermatitis chronica atrophicans. 


The microscopic changes observed in our 
group are not characteristic of morphea or 
scleroderma. It is true that the scleroder- 
matous picture (including morphea) fea- 
tures intracollagenous edema; but the edema 
is located superficially in the cutis and 
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affects the deeper cutis only by extension. 
This is, obviously, governed by the inten- 
sity of the process and the factor of time. 
In scleroderma if the deep cutis shows 
involvement, changes can still be noted in 
the upper cutis. The one lesion (Case No. 
1, midback) that presented edema of the 
collagen bundles throughout the cutis was 
interpreted clinically as morphea. It should 
be stated that in this case there is a sug- 
gestion of the typical previously mentioned 
elastic tissue finding in the deep cutis. 

Sclerosis, a finding in morphea and scle- 
roderma, is not a feature in these cases. 
A possible exception is the specimen of 
Case No. 2, which shows a questionable 
mild sclerosis in an area of the upper cutis. 
In the entity scleroderma or morphea the 
presence of atrophy, which is determined 
from the elastic tissue changes, is not ac- 
cepted without question. However, those 
who feel that atrophy is present in sclero- 
derma and morphea must agree that it is 
not an early feature, coneomitant with the 
edema, as demonstrated in our cases of 
1. A. 

We can accept these cases under the 
classification of scleroderma only if we 
consider scleroderma or morphea not as a 
distinct dermatosis but as part of the pic- 
ture-complex of a different condition, such 
as some of the atrophodermas or nonsup- 


purative panniculitis. Similarly, the lesions 
seen in our patients may show morphea-like 
features, but we do not believe that the 
characteristic changes are those of the dis- 
ease entity morphea or scleroderma. 

Thus, edema of the collagen of the upper 
cutis, sclerosis, and absence of important 
changes of the elastic tissue, which are per- 
tinent diagnostic points in scleroderma and 
morphea, are not significant findings of the 
condition we are discussing. 

On the other hand, edematous changes 
and elastic tissue findings of corresponding 
nature to our group of cases form the basis 
for the diagnosis of an anetoderma, such 
as macular atrophy. Nevertheless, these 
changes are not superficial as in macular 
atrophy but involve the deep cutis. In con- 
clusion, we feel that this group belongs to 
the group of cutaneous atrophies, the atro- 
phodermas, differing only in the location of 
the pathologic process. 

In correlation of the clinical features 
with the histopathology, the deep edematous 
atrophic changes explain the punched-out 
depressed appearance of the lesion. The 
blue color is due to the impaired support of 
the vascular tree. 


Differential Diagnosis 


The clinical features of I. A. are so char- 
acteristic that a diagnosis can be made with- 


Differential Diagnosis Between Morphea and Idiopathic Atrophoderma of 
Pasini and Pierini 








Morphea 


x 
More common in women 


Age at Onse 
Mostly bidieeeii the ages of 20 and 50 
Location 
Extremities, especially lower, trunk, face, and neck 


Duration of Activity 
Average 3 to 5 years 


Clinical Appearance 
At onset: thickened, indurated, pink- or mauve-colored 


itches 
Later: ca centar pales, becomes ivory-colored with peripheral 
ilac-ring”’ Dnpinenatie, attached to deeper structures; 
rede seldom run together 


ourse 
May disappear spontaneously without leaving sequelae 
or may leave a Hightly atrophic hyperpigmented patch 


Histopathologic characteristics 
Edema of collagen which may extend in upper cutis to the 
deeper cutis; pronounced sclerosis; elastic tissue changes 
absent or minimal; if present appear late 


I. A. of Pasini and Pierini 


More common in women 


Teens or early twenties 


Chiefly trunk; ‘back always affected; hands, feet, and face almost 
invariably free 


Progressive 10 to 20 years 
At onset: soft, depressed with “‘cliff ewe border, bluish-brown 


or bluish-violaceous patches. No lilac-rin 


Later: patches vary, run together forming larger patches; large 


veins faintly visible; areas of sclerodermatous changes may ap- 
pear in the center 


Usually penetve until reaching a standstill; there is no involu- 


tion of the lesions; occasionally concomitant lesions suggesting 
oe in edematous stage involute into soft, depressed bluish 
Plaques 


Edema of the collagen in mid- and deep cutis; no sclerosis; elastic 


tissue changes concomitant with edema in deep cutis; deep ves- 
sels engorged; in ger presenting pronounced edema of colla- 
gen simultaneously with elastic tissue changes when the former 


Sbeides, the laters remains 
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out difficulty in the majority of the cases. 
The sequelae of panniculitis, macular atro- 
phy, etc. can be easily ruled out by simple 
inspection and palpation of the lesion. 

The most important differential diagnosis 
is with localized scleroderma (morphea). 
The salient features of both conditions are 
presented in the table. 


Etiology 


The etiology of I. A. is unknown. The 
possibility of its tuberculosis origin was 
suggested by Pasini. A few patients of 
Pierini had a tuberculosis background. One 
of our cases has an incipient diabetes. 

Tie zosteriform arrangement of the 
lesions in some of the cases would suggest 
that a neurogenic causation of this condition 
might be possible. 


Summary and Conclusions 


Five cases belonging to the entity 
described by Pasini under the name of 
idiopathic progressive atrophoderma are 
reported. 

These are the clinical characteristics of 
this entity: (1) The condition is observed 
in young persons. It usually starts in the 
teens or twenties. (2) The trunk is chiefly 
affected. The back is almost invariably in- 
volved. Face, hands, and feet are almost 
invariably free. (3) The lesions vary in 
size from a few centimeters to patches 
covering large areas of the trunk. (4) The 
lesions are bluish-violaceous or brownish- 
blue in color, depressed from the surround- 
ing skin, with a sharp, abrupt “cliff drop” 
border or a gradual slant. (5) There is 
faint blurred visibility of the deeper blood 
vessels. (6) The surface of the patches is 
smooth, and with the exception of its color, 
it is of normal appearance. (7) Palpation 
of the plaques fails to detect any induration 
or abnormal sensation. (8) The skin 
around the patches is normal. No “lilac- 
ring” has been observed. (9) If sclero- 
dermatous changes appear, they develop 
years later within the patches of atrophy or 
simultaneously in separate lesions. In some 
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cases, lesions with clinical appearance of 
morphea have gradually developed _ this 
atrophic picture. 

The significant microscopic features of 
our cases comprise edema of the collagen 
bundles of the deep cutis and the accom- 
panying irregular clumping and loss of 
elastic tissue in this area. The fat and epi- 
dermis are uninvolved. 

The microscopic changes observed in our 
patients are not characteristic of morphea 
or scleroderma. The lesions seen in our 
patients may show morphea-like features, 
but we believe that they are not the disease 
entity morphea or scleroderma. We can 
accept these cases under the classification 
of scleroderma only if we consider sclero- 
derma or morphea in the broad sense, as 
part of the picture complex of different 
conditions. We feel that this group belongs 
to the cutaneous atrophies, to the atropho- 
dermas, differing only in the location of 
the pathologic process in the deep cutis. 

In view of the outstanding contributions 
of Luis Pierini and his associates in the 
study of this condition, we suggest that this 
entity be known as idiopathic atrophoderma 
of Pasini and Pierini. 


New York University Post-Graduate Medical 
School. 
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ABSTRACT OF DISCUSSION 


Dr. ANTHONY C. Crpottaro (New York): I 
am grateful for the opportunity of opening the 


Canizares et al. 


discussion of this fine paper on idiopathic atropho- 
derma of Pasini by Dr. Canizares. 

I want to congratulate Dr. Canizares and his 
collaborators for this excellent paper and thank 
them for bringing to the attention of American 
dermatologists an entity which was first described 
over a third of a century ago, and, yet, has never 
been described in any American periodical or text- 
book. Right here I would like to make a plea 
again, as I have so often in the past, to have 
translations of foreign articles and foreign text- 
books appear more regularly in our ARCHIVES OF 
DERMATOLOGY. 

Since the paper is complete in every detail, 
I can add nothing to it except to reiterate some 
salient points. I never knew of the existence of 
this entity until it was brought to my attention by 
Dr. Canizares, when he presented the first case I 
saw at the meeting of the Manhattan Derma- 
tological Society, and at that time I interpreted 
the case as one of aberrant localized scleroderma. 

This disease was first described by Pasini, of 
Milan, in 1923. The next article appeared in 
1936, and it was written by the Argentine derma- 
tologists Drs. Pierini and Vivoli. Since then about 
20 cases have been reported, mostly by South 
American physicians. This disease has been seen 
by many outstanding dermatologists, including 
Gouge-t, Parker-Weber, Lewis, Andrews, Sulz- 
berger, Ball, Wise, and others, but, at first, they 
did not recognize it as idiopathic progressive 
atrophoderma of Pasini. This disease is probably 
more common than is indicated in the published 
reports. That there is such an entity there is no 
doubt whatsoever in my mind. 

Neither the clinical nor the histological features 
are well demarcated; yet, they are sufficiently 
distinctive to enable one to separate this disease 
from those to which it bears a resemblance. The 
first clinical impression that one gets when one 
observes a case of idiopathic progressive 
atrophoderma is that of morphea or localized 
scleroderma. The color, the firmness of the lesion, 
and the evolution are not those of scleroderma; 
yet, the softness of the lesion and the absence of 
herniation are contrary to the diagnosis of the 
primary anetodermas. The fact that atrophic 
areas coexist with definite areas of scleroderma 
adds confusion to the clinical picture. 

The histologic features are indistinct and not 
absolutely diagnostic. One feature is constantly 
present, and that is atrophy of the mid and deep 
cutis. The elastic and connective tissues show no 
tinctorial changes, nor does the subcutaneous tissue 
show abnormalities, thus ruling out panniculitis. 

Pasini considered this entity to be a primary 
atrophy somewhat different from  theretofore 
known atrophies, and the evidence presented, 
nearly 35 years after the original description, 
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lends support to the original concept. It is not 
lichen sclerosus et atrophicus, and certainly it is 
not morphea, nor is it a transition stage of 
scleroderma, as Gougerot thought. The evidence 
so far gathered leads me to believe that idiopathic 
progressive atrophoderma is a disease sui generis 
resembling such known entities as morphea, pan- 
niculitis, lichen sclerosus et atrophicus, and primary 
atrophies. The disease is self-limited, runs a slowly 
progressive course of several years’ duration, and 
finally terminates in sclerosis or comes to a stand- 
still. None of the cases has terminated fatally, 
nor have any become transformed into generalized 
scleroderma. No cause is known and no thera- 
peutic procedures have an influence in the course 
of this disease. 

Dr. Francis A. Ettis (Baltimore): I enjoyed 
the presentation very much, but I wish to dissent 
a little. We have seen this type of case as a form 
of macular atrophy that occurs with and after 
morphea and scleroderma, usually as the lesions 
involute, if they involute. Recently I saw a 
patient who had an extensive type of macular 
atrophy involving three-fourths of the area of his 
back, besides other areas. Apparently all areas 
of atrophy were preceded by scleroderma. I 
simply call them macular atrophy occurring after 
or with morphea and scleroderma and do not see 
any reason to add someone’s name to the syndrome. 

Dr. Ervin Epstern (Oakland, Calif.): Dr. 
Canizares apologized for bringing a new term to 
our attention. Personally, I am very grateful 
because I have followed a patient for about 20 
years who, I think, belongs in this group. 

The patient was presented also before the San 
Francisco Dermatological Association. Histopatho- 
logic specimens were sent to Dr. Hamilton 
Montgomery and to Dr. Fred Weidman. After 
some 20 years of observation I have not been able 
to establish a diagnosis. 
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This patient was reported in a paper a few 
months ago in the ARCHIVES under the term linear 
segmental atrophy (A. M. A. ArcH. Dermat. 74: 
411 [Oct.] 1956). She was a Negro woman who 
had had these lesions for some 65 years. They 
were zosteriform. She had two such bands plus 
one plaque on her abdomen. The woman was 
very obese, and the skin was redundant over the 
lesions. It resembled in many respects the second 
picture that Dr. Canizares showed. I am happy 
to have heard this paper and to have a name that 
I can now apply to this patient. 

Dr. OrLAnpo CANIzARES (Closing): I wish to 
thank the discussers for their remarks. I was 
warned not to present a clinical paper in this 
society, but I think that you were all very kind to 
me. 

In reviewing the cases presented at the different 
dermatological societies, one finds that the derma- 
tologists in America have been concerned with 
this type of ill-defined clinical picture. They have 
not actually given it this name, but all the cases 
presented produced a very interesting discussion 
or disagreement with the diagnosis. 

Dr. Ellis’ remarks about macular atrophy before 
and after scleroderma were, I think, well taken. 
It is a matter of concept, if we use scleroderma 
and macular atrophy in the broad sense. 

With respect to the interesting remarks by Dr. 
Cipollaro regarding the involvement of the con- 
nective tissues, I think that we can include this 
group in that entity, but we feel that this should 
be somewhat separated from the group of 
sclerodermas. The only practical indication that 
I. can give is this: that to the minds of many 
physicians, including internists, scleroderma has 
a very serious, sometimes fatal, prognosis. The 
anxiety of the parents of the patients, and of the 
patients themselves, may be avoided by including 
this entity into the benign atrophodermas of the 
skin. 
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Reticulohistiocytoma (Reticulohistiocytic Granuloma) 


HAMILTON MONTGOMERY, M.D.; HOWARD F. POLLEY, M.D., and DAVID G. PUGH, M.D., 


Rochester, Minn. 


Reticulohistiocytoma is a seldom recog- 
nized but serious condition of unknown 
etiology involving the skin, often with 
destructive changes in joints, bones, and 
synovial membranes accompanied by histio- 
cytic reactions. The lesions in the skin 
precede the destructive changes in the joints, 
synovial membranes, and bones. Johnson 
and Tilden,! under the title “Reticulohistio- 
cytic Granulomas of the Skin Associated 
with Arthritis Mutilans,” have recently pre- 
sented a case and thoroughly reviewed the 
literature. We wish to report in greater 
detail (Kierland? and Montgomery*) the 
subsequent course of two patients whom we 
have seen at the Mayo Clinic and also to 
attempt to clarify, in part, the confusion in 
terminology regarding this condition, as 
indicated by the report of Davies and Wood.* 


Caro and Senear,* under the title “Reticu- 
lohistiocytoma of the Skin,” reported two 
cases in which they thought rheumatoid 
arthritis was associated. Caro personally in- 
formed us that the cutaneous lesions and the 
arthritis of the two patients have since 
cleared up. Goltz and Laymon,® under 
the title “Multicentric Reticulohistiocytosis 
of the Skin and Synovia” and _ subtitle 
“Reticulohistiocytoma or Ganglioneuroma,” 
were the first to demonstrate pathologic 
changes in the synovial membranes in 
which large histiocytes and giant histio- 
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La Clinque des Maladies cutanées et syphilitique 
de Hopital Saint-Louiz, Paris; July 10, 1957. 
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Minn. Section of Dermatology (Dr. Mont- 
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tion of Roentgenology (Dr. Pugh). The Mayo 
Foundation, Rochester, Minn., is a part of the 
Graduate School of the University of Minnesota. 


cytes were evident. The histologic picture 
in these tissues was similar to that of the 
cutaneous lesions. Inclusion of the term 
“ganglioneuroma” in the title of their paper 
was unfortunate, however, because we know 
of only one case, which O’Leary and one of 
us (H. M.)7 recorded many years ago, of 
multiple ganglioneuromas of the skin. The 
clinical appearance of the lesions and the 
histologic appearance of ganglion cells with 
Nissl’s granules, revealed by thionine stain, 
sharply distinguished this unique case from 
the condition under consideration, and we 
have convinced most physicians that the two 
conditions should be kept separate. Purvis 
and Helwig, under the title “Reticulohistio- 
cytic Granuloma (‘Reticulohistiocytoma’) of 
the Skin,” reported on 44 cases, chiefly of 
solitary lesions without evidence of systemic 
involvement. The cutaneous histopathologic 
picture, however, was identical with that 
seen in the more serious form of this con- 
dition. Zak’s® cases were included in 
Purvis and Helwig’s report and should not 
be considered cases of ganglioneuroma. 
Because of the resemblance of the 
cutaneous lesions in the condition to be 
described to xanthoma, many cases in the 
literature are assigned as “xanthomatous 
process with arthritis” without adequate 
evidence. Weber and Freudenthal,?® in 
1937, described “Nodular Non-Diabetic 
Cutaneous Xanthomatosis with Hyper- 
cholesterolaemia and Atypical Histological 
Features.” A review of their article showed 
two readings of cholesterol of approximately 
230 mg. per 100 cc. of plasma and only 
one reading of 350 mg. Weber and Freu- 
denthal were unable to demonstrate lipids 
in the skin at biopsy and referred to the 
cells as prexanthomatous cells. Graham and 
Stansfield 4 described a case of reticulo- 
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histiocytoma under the title “A Case of a 
Hitherto Undescribed Lipoidosis Simulat- 
ing Rheumatoid Arthritis.” They were un- 
able to demonstrate lipids in the skin; yet 
the roentgenograms showed rather charac- 
teristic destructive changes in the bones 
which now might be interpreted as those 
of reticulohistiocytoma cutis. At the 10th 
International Congress of Dermatology, in 
London, Evans !* and Warin?* each pre- 
sented a patient (Cases 107 and 108) under 
the title “Disseminated Nodules of Skin 
and Bone.” Then Case 110 was reported 
by Ingram and Ritter ** as “Normocholes- 
terolaemic Xanthomatosis.” In all three 
cases the clinical pictures and roentgenologic 
changes were similar to those in our cases 
and in the cases reviewed by Johnson and 
Tilden, including their case. 

Apparently there is one patient who has 
had xanthomatous arthritis. The case was 
reported by Layani’® and later was the 
subject of a thesis by Vishnevsky.’® There 
was definite elevation of cholesterol and 
lipids. The patient also had severe jaundice 
with hepatomegaly, hypermobility of the 
joints, and spontaneous fractures through 
the joints. In the roentgenograms the 
destructive changes in bone had a fuzzier 
appearance than those of reticulohistiocy- 
toma. No biopsy was performed on the cu- 
taneous lesions, but biopsy of bone revealed 
xanthoma cells and positive staining for 
cholesterol. The patient had multiple vas- 
cular accidents and finally died of bronchial 
pneumonia. This is the only case that we 
could find in which changes somewhat 
similar to those of reticulohistiocytoma were 
present in the joints, but xanthoma and not 
reticulohistiocytoma was definitely present. 

Johnson and Tilden referred to a case of 
Marie and Léri,’” reported in 1913, as being 
the first case of arthritis mutilans. Certainly 
the clinical picture of the lesions on the 
hands looks much like that in our cases and 
in Johnson and Tilden’s cases of reticulo- 
histiocytoma. Marie and Léri’s patient was 
a 70-year-old woman with severe rheumatoid 
arthritis. She apparently had no cutaneous 
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lesions of any type. The authors described 
fatty degeneration in the bone and also in 
the muscles. It seems doubtful, therefore, 
that this case should be included as a case 
of reticulohistiocytoma, nor did Johnson 
and Tilden so include it. If, on the other 
hand, this process is looked at in a broad 
sense, it then seems likely that systemic 
lesions may develop without cutaneous mani- 
festations, just as they do in sarcoidosis. 

Ingram, on a recent visit to this country, 
saw the histologic and roentgenologic find- 
ings in our two cases and willingly recog- 
nized that reticulohistiocytoma is a definite 
condition and is not related to xanthomatosis, 
as the English have associated these condi- 
tions in the past. In discussing Caro and 
Senear’s paper on reticulohistiocytoma of 
the skin in 1952, one of us (H. M.) empha- 
sized the systemic manifestations of this 
condition and also that in the past he and 
others had confused it with granular-cell 
myoblastoma on histologic grounds. In this 
regard it is interesting that the cutaneous 
lesions in one of Caro and Senear’s two 
cases have cleared up and destructive arth- 
ritis has not developed; in fact, the patient 
is apparently entirely well. In Allington and 
Templeton’s case, referred to in the discus- 
sion of Caro and Senear’s paper, the patient 
also had had complete involution of the 
cutaneous lesions and is entirely well. 

We are reporting two cases because of 
the progressive destructive changes in the 
bones. In Case 1 changes were as great as 
those reported by Johnson and Tilden in 
their case, whereas in Case 2 involvement 
of bones and joints has not been as exten- 
sive as yet. In both cases the cutaneous 
lesions have disappeared in a period of 
years, whereas the changes in the joints and 
bones have progressed. It is also empha- 
sized that the histopathologic changes in the 
bone in our Case 2—and this is the only 
case in which the pathology of the bony 
changes has been studied in detail (Warin 
referred to it briefly)—revealed the same 
histologic response with histiocytic giant 
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cells and large histiocytic cells as the 
cutaneous lesions did. 

The term “reticulohistiocytoma” may be 
a bit confusing to those who talk about 
reticuloendotheliosis in the sense of histio- 
cytosis-x, which includes Hand-Schiiller- 
Christian disease, Letterer-Siwe disease, and 
eosinophilic granuloma. The histiocytes 
seen in the latter conditions are entirely 
different from those seen in reticulohistio- 
cytoma, as are also the cystic bony changes. 
We prefer to retain the term “reticulo- 
histiocytomi:” used by Caro and Senear be- 
cause of the often seriously crippling and 
destructive arthritis and the serious course 
such as one expects in a true tumor. The 
terms “reticulohistiocytic granuloma” and 
“reticulohistiocytosis” are more applicable 
to the solitary lesions or to multiple lesions 
which are not associated with systemic in- 
volvement such as involvement of joints and 
bone. 


Report of Cases 


Case 1.—An unmarried white woman, aged 24 
years, was seen at the clinic in May, 1950, be- 


Fig. 1.—Reticulohistiocytoma cutis. 


(a) through (d), Case 1. 
ment of face, sternum, and fingers with xanthoma-like plaques on elbows. 


cause of a generalized eruption on the skin and 
painful joints of the hands of seven months’ dura- 
tion. The cutaneous lesions first appeared on the 
scalp and soon spread to the forehead, nose, lips, 
and trunk, with somewhat yellowish or xanthoma- 
tous plaques on the elbows and also over the 
knuckles. 

Slight stiffness on motion and hypersensitivity 
to touch of the fingers had first been noticed about 
two weeks after the eruption on the skin ap- 
peared. This was followed in one to two months 
by generalized and only vaguely defined aching 
throughout all extremities. The pain and aching 
were localized by the patient to “bones,” not 
particularly to joints. On a few occasions the legs 
and thighs were so painful that even attempts at 
slight motion were unbearable. In mid-April, 
1950, the right knee had become swollen and very 
painful, and ‘aching in the extremities increased. 
Aspiration revealed straw-colored synovial effu- 
sion. During the two months before admission 
she had had several bouts of fever with tempera- 
tures up to 104 F. Biopsy of skin from the right 
elbow had resulted in the diagnosis of xanthoma- 
tosis. Treatment with x-rays, penicillin, and low- 
fat diet was without benefit. In the preceding 
seven months, she had been in a hospital for 7 
to 10 days on each of three occasions without 
improving. She had lost 10 lb., even though ‘her 
appetite had remained good. She had been unable 


(a) June, 1950. Involve- 
(b) June, 1950. 


Translucent papules on arm. (c) June, 1950. The rather characteristic changes in the cuta- 
neous nodules on the fingers. (d) October, 1956. Tremendous destructive and disabling changes 
in fingers. (Courtesy Dr. V. E. Frazier.) (e) and (f), Case 2. (¢) July, 1954. Cutaneous 


changes in hands similar to those in Case 1. 


cutaneous lesions have involuted. 


(f) Two years later, in 1956. Most of the 
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Fig. 2—(a) through (f), Case 1. (a) Minimal destructive changes in phalanges when 
seen in August, 1950. (b) Four years later. Increase of destructive and mutilating changes 
in joints. (c) Six years after (a). Marked destruction of phalanges. (d) Similar changes in 
toes. (e¢) and (f) Similar changes in long bones which were also seen in the hip socket. 
(b) through (f) courtesy of Dr. Frazier and associates.) (g) to (1), Case 2. (g) Minimal 
changes in terminal phalanges in August, 1954. (h) and (4) Two and two and one-half years 
later than (g). Increasingly destructive changes but not nearly as marked as in Case 1. Other 
bones were not involved. 





.! -_ 


Fig. 3.—(a), Case 1. Large histiocytes, also giant histiocytes taken from lesion on elbow 
(van Gieson; 520). (b) through (e), Case 2. (b) Similar findings to (a) (hematoxylin 
and eosin; X 80). (c) Two years later than (b) 1956). Involuting lesion, large histiocytes 
still present (hematoxylin and eosin; 170). (d) From cutaneous lesion removed in 1956. 
Faint staining of histiocytic giant cells with Sudan IV, also extracellular deposits of lipids 
(X 160). (¢) Same biopsy as (d). Weakly positive PAS reaction in histiocytic giant cells 
(X 155). (f) Nissl’s granules in ganglion cells in case of ganglioneuroma (thionine stain; 
xX 1000). (g) Case of granular-cell myoblastoma. Note distinct granules in the histiocytic 
cells as compared with those in reticulohistiocytoma (van Gieson; X 365). (h) From a case 
of solitary reticulohistiocytic granuloma. Cells are similar to those seen in reticulohistiocytoma 
(hematoxylin and eosin; x 165). 








to work as a stenographer on account of bleeding 
from the cutaneous lesions and hypersensitivity. 

The character and distribution of the lesions on 
admission are shown in Figure 1. On the trunk 
there were also nonerythematous, grouped, trans- 
lucent, discrete, flesh-colored to brownish, con- 
fluent, round to oval papules, covered with a few 
telangiectatic lesions. Muscular weakness was so 
severe that the patient could not step up on the 
examining table. Physical examination revealed 
some tenderness and slight swelling of the right 
knee but no limitation of motion. 

Preliminary diagnoses of xanthoma, reticuloendo- 
theliosis type of lymphoblastoma, and even sarcoid 
were considered. 


A roentgenogram of the chest revealed a small 
poorly defined nodule opposite the anterior end 
of the second rib, which was of uncertain signifi- 
cance. The lumbar vertebrae and left shoulder 
appeared normal. Effusion was present in the 
right knee, but there was no evidence of destruc- 
tive changes. The roentgenogram of the right 
hand revealed early destructive changes involving 
the distal interphalangeal joints of the right hand 
(Fig. 2). These changes consisted of destruction 
of the margins of the articular surfaces, especially 
of the index and middle finger and also of the 
interphalangeal joint of the thumb. The appear- 
ance was suggestive of the type of change that is 
seen. in rheumatoid arthritis, but because the in- 
volvement was limited to the distal interphalangeal 
joints it was roentgenographically more suggestive 
of psoriatic arthritis. 

The value for hemoglobin was 10.4 gm. per 100 
ce., and the leukocyte count was 5200 per cubic 
millimeter of blood. The differential leukocyte 
count and results of the routine Kline test and 
urinalysis were normal. The sedimentation rate 
was 19 mm. in 1 hour (Westergren). The con- 
centration of lipids in the blood was within normal 
limits as follows: cholesterol 137 mg., cholesterol 
esters 95 mg., fatty acids 321 mg., and total lipids 
458 mg. per 100 cc. The albumin and globulin 
values, however, were 3.7 and 3.8 gm. per 100 cc., 
respectively. 

A specimen from a lesion on the right elbow 
(Fig. 3a) was diagnosed first as an unusual type 
of histiocytoma. Ganglioneuroma was _ suspected, 
but Nissl’s granules could not be demonstrated 
with thionine stain. Frozen sections stained with 
Sudan IV failed to show any definite deposition 
of lipids, and thus any form of xanthomatosis 
was ruled out. Because of the presence of large 
histiocytes, even though definite granules were 
not demonstrable, the various general and surgical 
pathologists and one of us (H. M.) agreed that a 
diagnosis of granular-cell myoblastoma was the 
most likely one. This diagnosis was changed in 
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retrospect, in December, 1950, to a diagnosis of 
reticulohistiocytoma cutis, after correspondence 
with Dr. Marcus Caro. 

The patient returned to her home in New York 
State under the care of her physicians. Accord- 
ing to later reports, her condition had deteriorated 
progressively until October, 1950. She had new skin 
lesions, and former ones showed thickening. Lesions 
in her lungs enlarged, and the condition in her 
joints had become troublesome and painful and 
had involved additional joints. She lost consid- 
erable weight, was confined to bed, and required 
sedation, including codeine. After hospitalization, 
late in 1950, and administration of  corti- 
sone, the skin lesions had decreased rapidly and 
many cleared. She finally became well enough to 
work, and her fingers were good enough for her 
to do typing. Some lesions of the eyelids de- 
veloped which were typical of xanthelasma. The 
blood cholesterol remained within normal limits, 
and the sedimentation rate was 15 mm. in one 
hour. 

We next heard about this patient from Dr. 
William E. Ragsdale, Jr., of Phoenix, Ariz., in 
1952. Both the arthritis and the cutaneous lesions 
had progressed, and biopsy of a cutaneous lesion 
had been reported as showing a myoblastoma. 


Further follow-up of the patient has resulted 
in extensive correspondence with Dr. V. E. 
Frazier, of Mesa, Ariz., who has consented to our 
use of the information contained in his letters, 
including reproduction of some of the roentgeno- 
grams that he sent to us. Dr. Frazier has fol- 
lowed the patient since April, 1954. The skin 
lesions have completely involuted, but the arthritis 
has become progressively worse and has been 
accompanied by constant severe pain necessitating 
sedation to the point that in April, 1954, she had 
become a morphine addict and an invalid. A major 
problem has been severe mutilating arthritis, 
which has resulted in the distal ends of the bones 
gradually being absorbed. Routine laboratory exam- 
inations were essentially normal. The value for cal- 
cium was reported as 10.6 mg. per 100 cc. of blood, 
and the albumin-globulin ratio, 1.54/1. The pro- 
gressive destructive changes in the bones and the 
resultant changes in the hands clinically are shown 
in Figure ld. In May, 1956, Dr. Frazier reported 
reduction in pain and that the changes in the 
bones had apparently remained static. Later, how- 
ever, he wrote that the patient was failing. The 
bones of the hip were involved in a somewhat 
similar way to those in Johnson and Tilden’s 
case. 

The roentgenograms sent in by Dr. Frazier 
were compared with the ones taken at the clinic 
in 1950 (Fig. 2b-f). Roentgenograms taken on 
June 2, 1954, showed extreme progression of the 
process. Most of the phalanges of the fingers 
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had been almost completely destroyed and ap- 
peared only as fragments of bone. The heads of 
the proximal phalanges had sharply pointed ends. 
Segments of the interphalangeal joints were miss- 
ing, and the remaining bone ends had sharply 
delineated borders. The base of some of the 
proximal phalanges appeared cupped, and the 
heads of the metacarpals were lying in the result- 
ing concavity. The carpal bones and distal ends 
of the radii were also partially destroyed bi- 
laterally. 

In roentgenograms taken on Sept. 15, 1956, 
destruction of the phalanges was more extensive 
and many had almost disappeared. The destruc- 
tion had necessitated telescoping of the soft tissue 
of all of the fingers and of the thumbs. The 
distal ends of the metacarpals appeared to be 
either cut off sharply or cupped like the bases of 
the proximal phalanges. The carpal bones were 
destroyed more completely, and there was radial 
deviation of the hand. Destructive changes could 
be seen in the left elbow, and the joint space was 
widened. Along the ulnar aspect of the upper part 
of the radius there was a semicircular area of 
destruction with smooth margins. This was un- 
usual and suggested that the bone had been eroded 
by a contiguous granulomatous process. The knee 
joints were narrowed bilaterally with irregularity 
of the articular surfaces, especially on the medial 
aspect. Many of the phalanges of the feet showed 
destruction, and the appearance of the feet was 
similar to that of the hands. Involvement of the 
tarsal joints was shown by marked narrowing of 
the joint spaces. No attempt at ankylosis appeared 
to have occurred in this case. An anterior sub- 
luxation of the second cervical vertebra was 
thought to be due to contracture of adjacent con- 
nective tissues. The remaining segments uf the 
spinal column were not examined roentgeno- 
graphically. 

Case 2——A married woman, 59 years of age in 
1957, was first seen in the clinic in 1924, when 
she was 26 years old, and has been seen frequently 
since then. In 1924 she was found to have an 
exophthalmic goiter which had begun four years 
before. She underwent subtotal thyroidectomy in 
1924 and again in 1937. In 1949 she had a frac- 
tured 10th rib on the left side and in 1952 sprained 
her left ankle. Both of these incidents cleared 
satisfactorily. In 1952, when she had influenza 
complicated by pericardial effusion, signs of con- 
gestive heart failure and myxedema developed. 

When the patient was examined in July, 1954, 
she stated that stiffness of the hands and soft 
nodules on the dorsum of the fingers, hands, and 
elbows had begun to develop in 1952. Stiffness 
was worse in the morning and decreased more 
easily if she soaked her hands in hot water. Cold 
weather seemed to make the stiffness worse. Both 
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hands and elbows had been consistently sore in 
the past few months, but motion was not limited. 
For many years she had had xanthelasma of the 
eyelids. She also had noticed several soft, faint, 
purple, raised nodules on the dorsum of the 
fingers, hands, and the right elbow which lasted 
only a few weeks, became less prominent, recurred, 
and became worse early in 1954 (Fig. le). On 
this visit the patient was seen by Dr. Kierland? 
in the Section of Dermatology at the clinic and 
shortly afterwards was presented at the meeting 
of the Minnesota Dermatological Society, in 
September, 1954. The lesions at this time were 
suggestive of -juxta-articular nodes or possibly 
xanthoma. 

In 1937 the value for blood calcium was 9.8 
mg. per 100 cc. In 1952 the concentration of 
cholesterol had been 150 and 143 mg. per 100 cc. 
of plasma, and the liver function test indicated 
retention of 24% of the dye at the end of one 
hour. The sedimentation rate in 1952 was 38 mm. 
in one hour (Westergren), and in February, 1953, 
it was 26 mm. Other laboratory findings were 
essentially normal in 1952 except for macrocytosis 
with some hypochromasia and considerable poly- 
chromasia. In February, 1953, the L. E. clot test, 
liver function test, and the test of direct-reacting 
bilirubin were negative. 


The basal metabolic rate in the early spring 
of 1953 was —18%; in May, 1953, it was +2%, 
and after medication, in November, 1953, it was 
+23%; in January, 1954, —7%; in July, 1954, 
—14%, and in February, 1957, it was —22%. 
The concentrations of lipids on July 30, 1954, were 
as follows: cholesterol 234 mg., phospholipids 285 
mg., fatty acids 382 mg., total lipids 616 mg. per 
100 cc. of plasma. On Aug. 3, 1954, biopsy of the 
skin of the right index finger revealed the histo- 
logic picture of reticulohistiocytoma and no evi- 
dence of xanthoma or juxta-articular nodes (Fig. 
3b and c). A roentgenogram of the right hand 
taken on Aug. 10, 1954, showed destructive 
changes involving especially the distal inter- 
phalangeal joints of the hand (Fig. 2g). These 
destructive changes involved the margins of the 
articular surfaces, but in the index and- middle 
finger the destruction extended completely across 
the articular surfaces. The involvement of the 
proximal interphalangeal joints is shown merely 
by narrowing of the joint spaces. The appearance 
at this time was compatible with that of psoriatic 
arthritis, and except for the fact that the distal 
joints were predominantly involved these roent- 
genologic changes were not dissimilar to those seen 
in rheumatoid arthritis. 

By June, 1956, the lesions of the fingers were 
smaller and softer, lesions on the elbows had dis- 
appeared, and the function of the hands was good, 
but motion of the left index finger was still some- 
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what limited. The patient was able to carry out 
her occupation as a cateress and housewife with 
little pain or disturbance in mobility of the joints. 
The xanthomatous color had disappeared from 
the lesions over the knuckles; in fact, it was antici- 
pated that little might be seen by taking another 
biopsy. A specimen from the dorsum of the right 
forefinger, however, still revealed the typical 
histologic picture of reticulohistiocytoma (Fig. 
3c). This will be described later in more detail 
when the pathology is discussed. The other lab- 
oratory tests performed in June, 1956, disclosed 
normal blood calcium with a figure of 9.6 mg. and 
high blood lipids, the concentration of cholesterol 
being 343, cholesterol esters 232, phospholipids 
305, fatty acids 413, and total lipids 756 mg. It 
must be borne in mind, however, that at this time 
the patient’s basal metabolic rate was —14%, and 
when she was examined in February, 1957, she 
showed evidence of frank myxedema. This would 
account for the elevation in cholesterol, though it 
might also account for the faint staining for lipids 
that was evident both with Sudan IV and with 
Sudan black B in the histologic sections. 

A roentgenogram of the right hand taken on 
Jurie 6, 1956, showed increased involvement of the 
interphalangeal joints of the fingers and also of 
the thumb (Fig. 24). All of the articular surfaces 
of the distal interphalangeal joints of the index, 
middle, and little fingers were destroyed. In the 
index and little finger the joint space was widened. 
Marginal destruction of the proximal interphalan- 
geal joints of the fingers could be seen. Soft 
tissue swelling was present over the thumb, 
at the base of the index finger, around the 
proximal interphalangeal joint of the middle fin- 
ger, and at the base of the little finger. Roent- 
genograms of the left hand showed changes 
similar to those in the right, except that 
destruction of the proximal interphalangeal joints 
was somewhat greater than on_ the right 
hand. Soft tissue swelling was not evident 
in the roentgenograms of the left hand. All of 
these changes were compatible with those seen 
in psoriatic arthritis. except that soft tissue 
swelling of this degree is not expected in that 
condition. The widening of some of the involved 
joints as a result of the destruction was 
different from that seen in rheumatoid arthritis, 
where the joint space becomes progressively nar- 
rowed as the disease becomes more advanced. 

Roentgenograms of the hands on Jan. 19, 
1957, showed little change from August, 1956, 
but a tiny sequestrum was apparent in the distal 
interphalangeal joints of each middle finger (Fig. 
2). 

On examination in January, 1957, the patient 
stated she had only occasional, mild, transient, 
discomfort in interphalangeal joints of the hands. 
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However, palpable synovitis was present in the 
distal interphalangeal joints of the second and 
third fingers of the right hand; similar but less 
definitely palpable synovial swelling was probably 
present in all the other distal and proximal inter- 
phalangeal joints of both hands, but there was no 
palpable thickening or soft tissue reaction of the 
metacarpophalangeal joints. She could flex the 
third, fourth, and fifth fingers of the right hand 
to within 1 in. of the distal palmar creases but 
could flex the right second finger only to within 
134 in. Fingers of the left hand could be flexed 
to % to 1 in. of the palmar creases. She was 
having about two hours of increased stiffness in 
the hands in the mornings, and we estimated that 
she could make only a 60% fist on each hand 
during this time. All other joints of the extremi- 
ties were objectively normal. 

On Feb. 11, 1957, synovial biopsy and removal 
of multiple specimens from osseous and soft tis- 
sues of the right second finger were performed 
at the time of arthrodesis of the distal interpha- 
langeal joint of this finger. Slides made were 
studied by one of us (H. M.), and also by Drs. 
M. B. Dockerty and D. C. Dahlin, of the Section 
of Surgical Pathology. Again the finding was 
consistent with a diagnosis of reticulohistiocytoma. 
Large histiocytes were seen in the synovium, 
similar to those seen in the skin. A great many 
more histiocytes were present in the bone as we 
sectioned further through the blocks of tissue 
than were seen in the first sections made. Dr. 
Dahlin described evidence of attempted regenera- 
tion as well as destruction of the bone (Fig. 4). 


Whereas the cutaneous specimens in Case 2 gave 
weakly positive reactions in the large histiocytes 
on staining with Sudan black B and also weakly 
positive reaction to periodic acid-Schiff (PAS), 
specimens of synovial membrane and bone gave 
strongly positive reactions with these stains and 
even a strong positive reaction to PAS after 
diastase. The histiocytic lining of the synovial 
membrane was definitely outlined, especially by 
Sudan black B, and transitions from small mono- 
nuclear histiocytes to large giant histiocytes with 
vacuoles were apparent. Furthermore, a brownish 
pigment was seen, both intracellularly and extra- 
cellularly, which gave a negative reaction to 
potassium ferrocyanide and therefore was not 
hemosiderin. These reactions to Sudan black B 
and to PAS suggested the presence of some form of 
lipofuscin in the histiocytes in the skin, synovia, 
and bone. The positive reaction to Sudan black B 
would explain the faint reaction encountered with 
the Sudan IV stain and also as reported in other 
cases in the literature. 


When the patient was reexamined in the middle 
of June, 1957, urine, blood counts, and hemoglobin 
were normal. The concentration of cholesterol 
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Fig. 4 (Case 2):—(a) February, 1957. Synovial membrane from right second finger show- 
ing large histiocytes ‘similar to those found in cutaneous biopsy (hematoxylin and eosin; 
xX 75). (6) Same biopsy. Synovial membrane at left and obliterated organized vein at right 


(hematoxylin and eosin; xX 65). 


(c) Involvement of degenerating bone and inflammatory 


reaction in the adjacent synovial membrane and bone with giant histiocytes (Sudan IV; 


X 90). 


and degenerating bone (hematoxylin and eosin; XX 


(d) Another region from same specimen revealing beginning regeneration of bone 


(e) Tissue from another region of 


same finger showing various degrees of fragmentation and degeneration of bone of finger 


joint (hematoxylin and eosin; xX 85). 


was 230 mg., of cholesterol esters 136 mg., of 
phospholipid 250 mg., of fatty acids 277 mg., and 
of total lipids 507 mg., per 100 ml. of plasma. In 
other words, the blood lipids were entirely normal. 
The basal metabolic rate was not determined, and 
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the L. E. clot test was negative. The sedimentation 
rate was 43 mm. in one hour (Westergren). 
Roentgenograms of the hands and wrists revealed 
no progression of the process over that in August, 
1956. 
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Comments on Cases 1 and 2.—The patient 
in Case 1 at the time of the writing of this 
paper, June, 1957, is failing rapidly of a 
mutilating arthritis and is suffering severe 
pain. Both the long and the short bones of 
the extremities are involved in the process. 
The patient in Case 2, on the other hand, is 
still carrying on her normal activities and 
occupation and having little pain; the 
cutaneous lesions have involuted as in Case 
1. The changes in the bone are progressing, 
but slowly. In other cases of reticulohistio- 
cytoma cutis, however, such as Caro and 
Senear’s and Allington and Templeton’s, 
both the cutaneous lesions and the arthritic 
symptoms have subsided or involuted com- 
pletely. 


Comment and Pathogenesis 


We do not believe that reticulohistiocy- 
toma is a tumor or neoplasm in the strict 
sense of these words, and, therefore, we are 
in accord with Johnson and Tilden and all 
the discussants of their recent paper. Since 
systemic involvement may occur without 
cutaneous lesions in sarcoidosis and in 
systemic lupus erythematosus, we should 
not be surprised to see patients with 
reticulohistiocytoma in whom cutaneous 
lesions were minimal or transitory or ac- 
tually never appeared. Why the arthritis 
and bony changes are minimal and then 
disappear in some cases is difficult to ex- 
plain. Allington, in discussion of Johnson 
and Tilden’s case, raised the question of 
thyrotoxicosis as an etiologic factor. Our 
second patient, however, having had two 
thyroidectomies and later developing myxe- 
dema, has continued to have progressive 
changes in the joints. We cannot see any 
reason to associate reticulohist‘ocytoma with 
systemic reticuloendotheliosis or so-called 
histiocytosis-x except that in both condi- 
tions, or groups of conditions, we are deal- 
ing with the reticuloendothelial system and 
in a broad sense are dealing with large 
histiocytes. The reticuloendothelial system, 
however, plays a part in a great many en- 
tirely unrelated conditions. There does not 
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seem to be any good evidence to incriminate 
a hepatic disease or any endocrine disturb- 
ance as an etiologic factor. Reticulohistio- 
cytoma has been confused in the past with 
xanthomatosis, and Freudenthal, in a case 
reported by Weber and Freudenthal, spoke 
of prexanthomatous cells. It is true that in 
some stage of the cutaneous lesions and 
also of the bony changes one may find faint 
staining of the giant histiocytes with Sudan 
IV and more definitely with Sudan black B 
and even with PAS. In that regard there 
may be some disturbance of phosphatides, 
hyaluronic acid, or ground substance; stains 
for mucin are negative. Caro and Senear 
found a great increase of iron oxide ash in 
the giant cells in their case, even though 
iron was not demonstrable histopathologi- 
cally by the Prussian blue stain. Their 
patient, however, had worked in the steel 
mills for several years. In our cases no 
hemosiderin was demonstrable with Mal- 
lory’s potassium ferrocyanide stain. We 
were not able to carry out the iron oxide 
studies that Senear and Caro did. We agree 
with them that the condition is not a result 
of degeneration of the collagen-forming his- 
tiocytes and giant histiocytes. In one au- 
thentic case in the literature, Layani’s,’© and 
possibly in a second case without cutaneous 
lesions, namely that of Marie and Léri,'? the 
condition might be termed “true xanthoma- 
tous arthritis.” The moderate elevation in 
blood cholesterol and total lipids in the re- 
cent progress in our Case 2 can be explained 
by the recurrence of myxedema. 

The condition in our Case -1 and in 
Allington and Templeton’s case was er- 
roneously diagnosed as granular-cell myo- 
blastoma (Fig. 3g). This condition has an 
entirely different clinical appearance and 
course, and histologically definite granules 
are present in the cells which readily dis- 
tinguish these cells from the histiocytes seen 
in reticulohistiocytoma. We have already 
discussed the distinction of ganglioneuroma 
(Fig. 3f). In most of the cases of 
reticulohistiocytic granuloma reviewed by 
Purvis and Helwig,* which histologically 
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were similar to our cases (Fig. 3/), solitary 
or at most two or three lesions only were 
present, and the condition was not asso- 
ciated with any systemic manifestation. 
Why in some cases, like Caro and Senear’s 
and Allington and Templeton’s, both cuta- 
neous and systemic manifestations, including 
eous and systemic manifestations, including 
the arthritis, have disappeared and why in 
Johnson and Tilden’s case and in ours there 
has been progressive mutilating arthritis 
remains to be explained. 


Summary 


Two cases of reticulohistiocytoma are re- 
ported in which severe destructive arthritis, 
roentgenologically and clinically differing 
from either psoriatic arthritis or rheumatoid 
arthritis, was associated. In both patients the 
cutaneous lesions involuted, whereas the 
arthritic symptoms and destructive changes 
in the bones progressed. Biopsy of the syn- 
ovium and bone in Case 2 revealed the pres- 
ence of giant histiocytes and histiopathologic 
changes which resembled those in the cutane- 
ous lesion. Reactions to periodic acid-Schiff 
(PAS) and to Sudan black B stains were 
greater in the bone and synovium than in 
the skin and were suggestive of the presence 
of lipofuscin. This, however, may be simply 
a secondary degenerative phenomenon and 
not a primary factor. Reticulohistiocytoma 
is not due to disturbance in lipid metabolism 
in the sense that the condition could be 
regarded as one of the xanthomatoses. We 
regard the condition as a definite entity of 
unknown origin. Why in some patients the 
disease process should involute sponta- 
neously after mild arthritic changes and in 
other patients go on to mutilating and 
destructive changes in the joints and bone 
remains to be determined. 


Addendum 


Since this paper was written, additional cases 
have been reported by Evans and Warin,® Warin 
and associates,” and by Lapiére, van Runckelen 
and Nizet.” 


Montgomery et al. 
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Treatment of Carcinoma of the Alae Nasi by 


Fractional Doses of X-Rays 


NORMAN M. WRONG, M.D., Toronto, Canada 


Carcinomas of the alae nasi have always 
been of particular interest to me because the 
numbers of malignant growths appearing 
in this area are out of all proportion to the 
size of the area involved. 

For the past five years carcinomas of the 
alae have been treated by me by roentgen 
radiation exclusively using a fractional or 
divided dosage scheme. The low rate of 
recurrence, the good cosmetic results, and 
the absence of undesirable sequelae have 
been impressive when this method has been 
used. Previously I had seen the results of 
heavy single doses of x-ray and radium in 
this area and had been impressed by the 
undesirable sequelae and by the higher rate 
of recurrence. Similarly, I had seen high 
recurrence rates and some bad sequelae 
after electrosurgery and surgical excision. 


Anatomy 


The ala nasi may be described as an ir- 
regular, quadrilateral area bounded above 
by the maxilla and the nasal bone, below 
by the free margin, anteriorly by the dor- 
sum of the nose, and posteriorly by the 
cheek. The size varies greatly with races 
and individuals, but the boundaries are 
on the average 1.5, 2, 3 and 3 cm., thus 
comprising an area of about 4.5 sq. cm. 
The alae are supported by upper and lower 
alar hyaline cartilages, the upper being at- 
tached to the nasal and maxillary bones and 
the lower being free. Between the two 
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larger cartilages lie two small sesamoid 
cartilages (Grant!). External to the alar 
cartilage is a thin layer of subcutaneous 
tissue which supports the skin. The skin 
is continued inside the vestibule of the nose 
for a distance of about 1.5 cm. Deep to 
the alar cartilage is a thin layer of sub- 
mucosa which supports the mucosa. The 
free margin of the ala is composed of fibro- 
areolar tissue. The thickness of the ala 
varies with the individual but is about 3 
to 4 mm., being slightly thicker at the free 
margin than close to the nasal bone. 


Pathology 


Granted that each ala nasi has an area 
of 4.5 sq. cm., then each person has 9 sq. 
cm. of alar skin surface. This is a very 
small area compared to the surface of the 
rest of the face which is also exposed to 
sun and weather. It is true that the alae 
are exposed to the irritation of nasal dis- 
charge and of nose-blowing but no more so 
than the upper lip, below the nose. 

The skin of the alae nasi is particularly 
prone to the development of basal-cell 
carcinoma, whereas the rest of the nose is 
more prone to squamous-cell carcinoma. 
This has never been explained. It is pos- 
sible that some developmental reason plus 
the trauma of sun, weather, nasal secretion, 
and nose-blowing may be the factors pre- 
disposing the ala to basal-cell carcinoma. 
MacFee? stressed the effect of sunlight 
and weather on carcinoma of the nose and 
also stated that the nose is more prone to 
carcinoma because of “previous therapeutic 
use of irradiation in the treatment of skin 
disorders.” With this statement I am in 
complete disagreement, as the type of carci- 
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TABLE 1.—Distribution of Carcinomas by Location 
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Alae Nasi Nose Apart Cheeks Lips Forehead Ears Others se 

from Alae ré 

Basal-cell carcinoma 27 10 23 3 19 0 16 S] 
Squamous-cell carcinoma 0 2 4 4 0 2 2 5 
1n 

T 

noma which follows radiation sequelae is of the alae rise to a peak in the 50’s and | T 


squamous-cell and not basal-cell. None of 
the group of patients with carcinoma of 
the nose which are being reported here had 
received previous radiation therapy for skin 
disorders. Undoubtedly some cases of kera- 
toses and squamous-cell carcinoma have 
followed the injudicious use of x-rays on 
the face. However, Sulzberger, Baer, and 
Borota* showed that even mild radiation 
sequelae did not occur if the dosage was 
kept below 1000 r. As their study repre- 
sented 1500 patients who had been irradi- 
ated and 1500 controls, it may be considered 
to be authoritative. 


Clinical Material 


This study consists of 112 consecutive 
skin malignancies seen in 99 private patients 
in a practice devoted chiefly to city and 
town dwellers. There were no farmers or 
sailors in this group and only a few out- 


then decline, whereas carcinomas of the r 
skin in other sites continue to rise to the 
60’s and probably into the 70’s. The sex 
incidence of carcinoma of the alae was of } 
no significance in this series, as there were | y 
12 male and 15 female patients. 

There is no necessity to discuss the diag- 3 
nosis. Suffice it to say that these lesions 
were usually slow-growing and had been 
present for months or years. Many were 
relatively inconspicuous, and the diagnosis 
had often been missed by previous ex- 


aminers. Fourteen of the lesions were a 
smaller than 1 cm, in diameter, but eight a 
were between 1 and 2 cm. and five were t! 
more than 2 cm. in diameter. Some were ‘ 
raised and fleshy and very obvious but ‘ 
others flat and scarcely noticeable, as men- ‘ 


tioned before. Ulceration also varied and 
was not dependent on size or duration. Be- 7 
cause the alar tissues are so thin, it was {* 











® : n 
door workers, such as carpenters. The difficult to be sure whether or not the lesions * 
clinical diagnosis was confirmed by histo- were attached to the underlying cartilage. 
pathological examination in all cases, and There were no metastases found in the alar : 
the patients were followed from periods as 8TOUPp. : 
short as six months to as long as five years. Treatment ! 
In this group of 99 patients presentin : a 
iat P P € The fractional or divided dose method t 
112 proved malignancies there were 98 : i 
: of treating carcinoma has been used for n 
basal-cell and 14 squamous-cell carcinomas. ‘ : 
segues : : many years in the treatment of deep malig- v 
The distribution of these is shown in Table . . 
L Th acid ee : nancies. Of recent years it has become t 
hs oe nine - % ppc er increasingly popular in the treatment of 
when carcinomas of the alae nasi are com- skin cancer in Europe and°America. From | 
pared in decades with carcinomas elsewhere 1934 to 1942 I had seen many patients 
a 
(File #); treated with massive single doses of inter- 7 
This is a small series from which to draw stitial and surface radium and massive P 
conclusions, but it appears that carcinomas single doses of x-rays and had been im- t 
TABLE 2.—Distribution of Carcinomas by Age f 
I 
Age Under 30 31-40 41-50 51-60 61-70 7i-up e 
Alae nasi ! 
Other sites i é 16 8 31 3 ' 
r 
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pressed with the severe early and late 
sequelae and with a moderate number of 
recurrences. The divided dose method 
spread over 10 days produced a less severe 
immediate reaction and fewer sequelae. 
This was particularly true on the alae nasi. 
The original dosage recommended was 500 
r daily for 10 days. Over a period of a 
year or more it became apparent that 
smaller total dosage would suffice on the 
alae with less danger of fenestration or 
ulceration. In the past five years I have 
treated patients with total dosage as low as 
3500 r and as high as 4200 r divided into 
six or eight daily treatments. 


Technique 


Using the method suggested by Lehmann 
and Pipkin* in the treatment of plantar 
warts, that the larger the area to be treated 
the smaller the dose required, and estimat- 
ing the required dose to be between 3500 
and 4200 r. This is divided into six or 
eight equal doses to be given daily. The fac- 
tors on the machine which was used were 
70 kv., 5 ma., target-skin distance 4% in., 
no added filter, half-value layer 0.77 mm. of 
aluminum, output 295 r per minute. 

At the first visit a specimen for biepsy 
is taken, and, if necessary, the growth is 
flattened to skin level by electrodesiccation. 
As soon as the biopsy report is received, 
the patient is brought in for daily treat- 
ments. A small plug of gauze impregnated 
with zinc ointment is inserted into the nos- 
tril to attempt to protect the septum. 

A generous margin of at least 2 or 3 mm. 
of normal skin is marked about the growth 
and a lead shield cut to leave the tumor 
exposed. The head, neck, and chest are then 
covered with lead or lead rubber and the 
treatment given. The chief advantage of the 
multiple method is that the lead shield is 
never applied in exactly the same position 
each time nor is the cone directed in exactly 
the same direction, and so the apparently 
normal margin also receives some treat- 
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ment. Care is taken at each visit to remove 
any crust which has formed over the lesion. 

After the completion of the required 
number of treatments, the patient is in- 
structed regarding the reaction which starts 
within a week of the completion of treat- 
ment and is usually completed by the end 
of three weeks. He is warned that the nose 
will feel sore inside under the treated area 
and there may be slight hemorrhage in- 
ternally and externally. Various treatments 
have been used to alleviate discomfort, in- 
cluding 1% hydrocortisone and an anti- 
biotic in an ointment base which may be 
of some value. 

The patient is asked to report for obser- 
vation at the end of one month, three 
months, and six months and twice yearly 
after that up to five years. 


Results of Treatment 


None of the 27 basal-cell carcinomas of 
the ala treated by the fractional or divided 
method outlined above have shown recur- 
rences. A few of the larger ones were 
treated over three years ago and remain 
healed with no evidence of recurrence, 
ulceration, fenestration, or tenderness of 
the ala. The larger ones show the white 
depigmented scar which is rather objection- 
able, but none show any pronounced telan- 
giectasis. Not one patient has complained 
of persistent soreness of the nose such as 
frequently occurs in the ear following ir- 
radiation. It is probable that when these 
patients have all been followed for a mini- 
mum of five years, some may show recur- 
rent disease. In other words, it is not 
suggested that this method yields 100% 
cures. 


Comment 


There appears to be a large margin of 
safety in the radiation dosage used in the 
treatment of skin cancer. Although cancers 
treated with as low a dosage as 3500 r 
responded well to treatment, it is probable 
that a total dosage in the neighborhood of 
4000 r is more effective than the lower 
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dosage and is recommended. The quality 
of radiation used is very important, and 
the softer the x-ray used the better the 
effect, as most of the rays would be ab- 
sorbed in the ala. 

The advantages of the divided dose 
method are as follows: 

1. It is an office procedure carried out 
without discomfort or inconvenience to the 
patient, after the preliminary biopsy and 
flattening of the lesion if necessary. The 
patient is not subjected to the expense of 
hospital, operating room, and _ assistants 
which are consequent on surgical treatment. 

2. The repeated dose method allows a 
larger dose of radiation to be given without 
excessive damage to normal tissues. This 
is especially true of the underlying car- 
tilage. 

3. As pointed out by many writers, cells 
during mitosis and young actively growing 
neoplastic cells are more susceptible to radi- 
ation than normal ones. By treating daily 
for 6 to 10 days there is more chance of 
irradiating neoplastic cells during their 
most sensitive phase. 

4. All who have seen or read Mohs’ 5 
chemosurgical treatment of skin cancer 
must be impressed with the ramification 
of the disease beyond the obvious lesion, 
the so-called iceberg effect. In repeated 
daily treatments, the lead shielding cannot 
be applied in exactly the same position each 
day, and there is considerable radiation 
effect about the edge, probably sufficient to 
kill small islands of neoplastic cells which 
might be missed by surgical or electrosur- 
gical methods or by a massive single dose 
of radiation. 

The chief disadvantage is that patients 
must come in daily for six to eight days, 
and this may be difficult or impossible in the 
infirm or aged or in patients who live many 
miles from their physician. 

It must be stressed again that this method 
is being advanced as an effective one but 
not as the only one for treating cancer of 
the alae nasi. The investigation carried out 
was essentially an office clinical one but, as 
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Callaway * so aptly pointed out, this does 
not nullify its value. 


Conclusions 


1. The alae nasi are particularly prone 
to basal-cell carcinoma. 

2. Treatment by a daily fractional or 
divided dosage method using a dosage of 
approximately 4000 r produces a good cos- 
metic result with a minimum of undesirable 
sequelae and a low recurrence rate. 

3. This method is recommended for 
those who have special training in x-ray 
therapy and carefully calibrated low-voltage 
machines. 

Dept. of Dermatology, University of Toronto. 
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ABSTRACT OF DISCUSSION 


Dr. C. Frep LEHMANN, San Antonio, Texas: 
Carcinoma of the ala nasi is not an uncommon 
condition. The essaysist found it in 27 out of 112 
cancers. Over a short period of time in 1956, 
in observing 129 cancerous skin lesions, we found 
21 involved the nose and, of these, 5 of the 21 
involved the ala nasi. 

In selecting treatment, one not only considers 
which method gives a good cure rate. but also 
considers the final cosmetic result. The essayist 
has given us his experience with the method that 
satisfies perfectly these two requisites. 
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I think that his range of dose is adequate, and 
his technique, which uses fractionation as a means 
of overcoming cancer cell resistance, is a good, 
standard present day practice. 

The reporting of these carefully controlled re- 
sults adds to our confidence in radiation therapy 
of carcinoma. 

It is only fair in this analysis to state that 
none of his cases was advanced far enough to 
break through the perichondrium. When this oc- 
curs, radiation alone is not always successful, 
and, if it is curative, the scar does not always 
hold up. However, if there is a remote break- 
down, a satisfactory result can be obtained by an 
excision of the scar and a full-thickness graft. 
Even in such an event radiation will have reduced 
the amount of surgery necessary. 

Another point worth stressing, which the es- 
sayist mentions, is the provision to take care of 
the “iceberg” type of cancer. He does this by 
directing the rays in different angles at each 
treatment. In this regard, I think, the experience 
you get from the shielding is very important, 
because you may not shield out wide enough. I 
hold that interstitial radium is better in this 
respect because it radiates in all directions and 
is a better attack upon the “iceberg” type. But, 
granted that the proper dosage gets to the cancer 
cell and the proper technique is used, as outlined 
in this paper, equally good results can be obtained 
by x-ray or radium. 

It is very unfortunate that the good results 
obtained by dermatologists, such as here described, 
cannot be seen by the envious critics who so often 
capitalize upon unsuccessful or poor results ob- 
tained by careless or inexperienced operators. 
There is a need for more of such well-controlled 
treatment series given by dermatologists to skin 
cancers on other sites to offset some of this false 
propaganda. 

Dr. Grorce C. ANDREWS, New York: I am glad 
that Dr. Wrong brought up this subject, which is 
of great interest and importance to all of us. Of 
course, his treatment is rather orthodox, and the 
results are good. Unfortunately, not all cases 
respond to radiation. 

I have in mind the cases that occur in chronic 
radiodermatitis or chronic actinic dermatitis and 
develop carcinoma on the ala, sometimes ana- 
plastic or an adenocarcinoma that is invasive or 
metastasizing and may cause death. I have seen 
several of these patients; I have seen them operated 
on, and I have seen the destruction of their faces, 
surgically, and ultimate death. I have such a 
patient in the hospital now, undergoing surgical 
treatment. 

I have in mind one patient who had chronic 
radiodermatitis, with an annular type of epithe- 
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lioma, extending around the left nostril like a 
ring, which I treated with x-ray because she 
refused to have plastic surgery. I treated her in 
1937. The plastic surgeons said she might keep 
her nose for five years but no longer, but she still 
has a good-looking nose, and she was cured by 
x-ray. These cases are always a great problem. 
I am much obliged to Dr. Wrong for discussing 
the subject. 

Dr. JaAMes L. Prexin, San Antonio, Texas: 
I should like to compliment Dr. Wrong on this 
presentation. I think it is well, from time to 
time, to remind ourselves that we are pretty 
good cancer doctors. Dr. Wrong’s good results 
certainly substantiate this. 

After such good therapy as outlined by the 
essayist, the failure rate is relatively low. How- 
ever, even a failure rate of 1% or 2% is too 
high. We feel that our failures in this region 
are probably a little higher than in any other 
regions on the face. This probably can be ex- 
plained by several factors. 

The first factor is the tendency toward too close 
shielding, particularly when using x-ray, in this 
location, owing to our overzealous desire to get 
an acceptable cosmetic result in such a con- 
spicuous area and also to the nature of the area. 

Second is improper delineation of the tumor. 
In our experience, these new growths on the ala 
nasi have a tendency to spread laterally into the 
nasolabial fold, owing to the adjoining soft tissue, 
which offers no resistance to the growth of the 
tumor. Often times an “iceberg” nub, so to 
speak, spreads into the nasolabial fold. At times, 
transillumination of the tumor in this area, ac- 
complished by inserting a small light into the 
nares, is helpful in determining the confines of the 
tumor. 

When there is an extension into the fold or on 
the cheek, the two-plane problem complicates the 
therapy with x-ray. This can be obviated partly 
by proper positioning of the patient and the parts 
under treatment. The latter can be accomplished 
by the use of nasal and oral packs or wicks, and 
by pulling the tip of the nose over with adhesive 
or Scotch tape. 

Another practical point in shielding is the inser- 
tion of a lead, rubber, or a padded piece of lead 
into the nostril to protect the septum when you 
are using hard rays of x-ray. This, of course, is 
not needed when radium is used, because of the 
very rapid fall-off of the dose with a little dis- 
tance. Better delineation of the tumor, the use 
of larger ports, and meticulous attention to the 
details of the therapy by the doctor and not the 
technician will give us a better cure rate. 

Dr. CrarK W. FInNERuD, Chicago: Our tech- 
nique has been practically identical with that of 
Dr. Wrong insofar as protection is concerned and 
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in going farther than seems necessary beyond 
what appears to be the limits of the lesion. I 
think that our cosmetic results have also been 
equally as good. 

For the most part we have used fractional doses, 
and usually at every-other-day intervals, from 
totals of 3500 to 4900 r, always shielding within 
the nostril. 

The main reason that I wanted to say a word is 
that, in my own instance and others I know about, 
although we have always been in the habit of 
teaching that lesions that develop from x-radiation 
or radium are always squamous-cell in character, 
out of the several dozen that have been examined, 
in my own instance, about 80% of them were of 
basal-cell type. I have checked other series from a 
given patient and found that a fairly large pro- 
portion of them prove to be of purely basal-cell 
type. Some prove to be of squamous-cell character 
and, more rarely, basosquamous. 

Dr. AntHoNny C. Crpottaro, New York: I en- 
joyed this paper tremendously. The technique 
which Dr. Wrong described applies to the type of 
carcinoma that we see in everyday practice in 
temperate zones. The results, both from a cure 
rate and from the standpoint of cosmetic results, 
can be obtained by other methods. But the method 
which Dr. Wrong used gives as good results. as 
may be obtained by any other single method or 
even by a combination of methods. 

One word about danger to the underlying carti- 
lage: That was a few years ago, when we did 
not have control of depth dose as we have with 
the type of equipment in use today. I think that 
if we select the proper number of roentgens and 
the proper interval and the proper quality of radia- 
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tion, we can overcome this danger to the under- 
lying structures to a very considerable degree. 
Dr. Wrong’s paper bears this out. 

Finally, I want to confirm what Dr. Finnerud 
has said, namely, that more and more epitheliomas 
of the basal-cell type, rather than of the squamous- 
cell variety, appear in radiodermatitis. The earlie1 
reports indicated a preponderance of squamous-cell 
carcinoma originating in radiodermatitis. 

Dr. Norman M. Wronc, Toronto, Canada 
(Closing) : Thank you very much, gentlemen, for 
the very stimulating discussion. 

I was interested in what Dr. Lehmann said. I 
think that I was very fortunate that the cases 
which I had were neither extensive nor invasive. 
This may be due to good cancer education or 
propaganda, but I do feel that the cases which 
I treated were not the very difficult ones that 
both Dr. Andrews and Dr. Lehmann men- 
tioned, which we sometimes are unfortunate 
enough to have to treat. 

Dr. Pipkin made a good point about shielding too 
closely not being a good thing. In that regard, 
a good general surgeon told me that he thought 
that the worst man to excise a carcinoma was a 
plastic surgeon, who was always thinking of the 
cosmetic results and tended to shade or shave the 
tumor much too closely. 

I think that his suggestion regarding a pad of 
lead or lead rubber in the nostril is preferable to 
a plug of gauze with zinc ointment. 

Both Dr. Finnerud and Dr. Cipollaro mentioned 
basal-cell carcinoma occurring more frequently 
than we have thought following radiodermatitis, 
and I am glad that they have drawn our attention 
to this fact. 
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Acrosclerosis and Systemic 


JOHN T. INGRAM, M.D., F.R.C.P., Leeds, England 
With Autopsy Reports by Thomas W. Sutherland, M 


Progress in medicine in the first half of 
this century has been remarkable and, with 
other scientific advances, proceeds at an 
increasing speed. One facet which con- 
cerns us is the fertilization of general medi- 
cine by dermatological conceptions. We 
have seen it particularly with regard to 
sarcoidosis, lupus erythematosus, and, now, 
systemic sclerosis. This is profitable to both 
sides but only demonstrates the great value 
of specialization while emphasizing its nat- 
ural history. That, as Jonathan Hutchinson 
declared, is for the specialty to merge again 
into the general and to stress the total and 
single character of medicine, which is the 
same for all systems, with: local variations. 

It is all the more important, therefore, 
that we should be precise and clear in our 
use of terms and definitions and should 
know what we mean by these terms. In 
the skin, more easily than in other organs, 
we learn that very similar pictures may 
result from very different causes. I find 
myself confused by much medical litera- 
ture on systemic sclerosis, by the use of 
terms like “scleroderma kidney” or sclero- 
dermatous lungs or intestine, often con- 
ditioned by the brief remark that there was 
scleroderma of the skin or acrosclerosis 
typical clinically and histologically. Even 
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Sclerosis 
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in the skin i think it is a difficult field for 
both dermatologist and histologist, and I 
suggest that we as dermatologists should be 
as precise as’ possible in our terminology and 
our views on etiology in this field. 


Scleroderma Proper 


Scleroderma proper is recognized by us 
in various patterns, and we believe it to be 
primarily a disorder of collagen, conditioned 
perhaps by systemic influences, such as de- 
termine leukoderma, melanoderma, and 
alopecia areata. 

The classical example is circumscribed 
scleroderma, or morphea, which may affect 
skin alone or deeper tissues down to and 
including bone. It may be segmental or 
linear in distribution and does not occasion 
any local disability except rarely and sec- 
ondarily, by embarrassment of joint func- 
tion or by interference with growth of bone 
or other tissues in the young. There are no 
systemic complications, and spontaneous re- 
covery is the rule except in the elderly. 
There is no_ specific effective therapy. 
Morphea may be very widespread in its 
distribution but it retains its characteristics. 

There is also the less common diffuse 
scleroderma, not circumscribed but wide- 
spread and progressive and often becoming 
universal. It is associated with a mask-like, 
true sclerodermatous facies and telangiec- 
tasia, and on the extremities it starts at the 
wrists. It is proliferative and in such sites 
commonly affects all tissues down to bone, 
gripping the hand as in a vise. It may in- 
vade the hands and fingers from the wrist 
and in any case causes deformity of the 
hand in flexion, often with fixity of fin- 
gers, but it is proliferative rather than 
atrophic or wasting. There is no tapering 
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of finger ends, no atrophy of terminal 
phalanges with ulceration; no distortion, 
curving, atrophy, and ultimate disappearance 
of nails, and it does not usually follow 
Raynaud’s disease, though this may occur 
before or after the onset of scleroderma. 
This is a true diffuse, progressive sclero- 
derma but, like morphea, is reversible and 
may clear spontaneously even when it has 
been universal. It is not associated with 
systemic sclerosis, though it may embarrass 
health and life by the fixity of tissues, es- 
pecially of the thoracic cage. The picture 
presented by the hands is, at a glance, some- 
what like acrosclerosis proper, and there is 
certainly a true sclerodactyly. Such pa- 
tients are often presented as examples of 
acrosclerosis. 

The onset of this type may sometimes be 
acute or subacute and may be associated 
with edema and with systemic disturbance, 
though not with such disorders as are seen 
in systemic sclerosis, to be mentioned later. 
The scleredema adultorum of Buschke fol- 
lowing infection is interesting in this re- 
gard and may throw some light on the 
etiology of scleroderma. 


Lichen sclerosus et atrophicus may be a 
member of this group of sclerodermas. A 
segmental loss of subcutaneous tissue is 
sometimes described as deep scleroderma, 
but this is unrelated and should probably 
come into the category of vascular diseases, 
to be considered under systemic sclerosis. 


Systemic Sclerosis (Acrosclerosis) 


It is just 60 years since Jonathan Hutch- 
inson demonstrated and discussed “acroscle- 
rodermia” following Raynaud’s phenomenon 
and brought out most of the features we 
now recognize under the term acrosclerosis. 
He described the characteristic shrunken 
hands, with tapering, wasted, often ulcerated 
fingers, always following in the wake of 
Raynaud’s phenomenon and associated with 
a mask-like facies, contracted mouth, and 
telangiectasia. He described pigmentation on 
other parts. It is interesting that one of 
his patients was not relieved by wintering 
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in the Canary Islands and that another had 
lived five years in South Africa, “having 
seen snow only once.” 

Hutchinson emphasized that it was an 
affection of women and described the onset 
in the late teens or about the menopause. 
He mentioned associated rheumatic mani- 
festations. One of his patients was often 
subject to diarrhea. He regarded the af- 
fection as a connecting link between Ray- 
naud’s disease and scleroderma. 

Telangiectasia is sometimes very marked 
in this disease, especially on face and hands, 
as it is with Raynaud’s disease. The face 
is mask-like, not from  sclerodermatous 
changes, as in diffuse scleroderma, but from 
atrophy and loss of tissue, which also de- 
termine the furrowed “button-mouth” which 
may be present. Neither in diffuse pro- 
gressive scleroderma nor in acrosclerosis 
is it possible to depress the lower eyelid 
with the finger to show the conjunctiva, 
but for different reasons. In the one case 
a fixed sclerosis, in the other an atrophy of 
tissue, determines this sign. 

The fingers are distinctive in acrosclero- 
sis proper. They show withering or atrophy 
which starts at the finger tips and pro- 
gresses toward the knuckles, giving a ta- 
pering digit. The bone of the terminal 
phalanx atrophies, and the nails become 
dystrophic and curving over the finger ends, 
getting smaller and smaller, and eventually 
disappearing. Ulceration occurs about the 
finger ends, largely from tension atrophy, 
from the contracting tissues pressing on the 
tapering bone and on the stumps of nails. 
These ulcers are exquisitely painful. They 
may also occur about interphalangeal joints 
for similar reasons. The ‘affection may 
progress no farther than the knuckles, or 
it may spread over the hand to the wrist. 
Similar but less marked changes occur about 
the feet and ankles. Sclerotic changes are 
absent or less marked about the limbs and 
trunk, though there are often pigmentary 
changes here and sometimes patchy scle- 
rotic areas, and often grouped perifollic- 
ular macular atrophy with pigmentation 
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The hand on the right shows the original size 
and that on the left the withering, atrophic effect 
of acrosclerosis. 


about flexures, pubes, or other sites, which 
may be symmetrical but are not progressive, 
as in true diffuse scleroderma (Figure). 

There may be segmental areas of loss of 
subcutaneous tissue without clinical scle- 
rosis. 

The disease is essentially systemic; the 
patient is ill and much incapacitated apart 
from the disabilities consequent upon the 
skin changes. The brunt of the disease may 
fall upon the lungs or kidney, intestine, or 
cardiovascular or nervous system, and so 
the problem may present in any of those 
special spheres of practice. Underlying the 
whole picture clinically and pathologically 
are disturbances of function in all these 
systems and progressive vascular disease 
with secondary changes. 

Though sometimes the disease runs a long 
and protracted course or occasionally reaches 
a stage of disability and then remains sta- 
tionary, the usual course is progressive, 
with a fatal termination consequent upon 
the advancing disease in one of the vital 
organs. 

The whole picture is entirely different 
from that of scleroderma proper, both 
clinically and histologically, and I believe 
it is a mistake for us to emphasize the 
secondary sclerotic changes in systemic 
sclerosis and confuse it with our sclero- 
dermas. 

Acrosclerosis is now recognized as being 
part of a systemic sclerosis and was re- 
viewed by Dowling recently (1955). In 
common with most authorities Dowling 
would agree that it is primarily a disease 
of collagen (using the term to include 
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“ground substance’) and would perhaps 
go further than Hutchinson and maintain 
that this systemic affection is what should 
properly be designated generalized and pro- 
gressive scleroderma. I have never sub- 
scribed to this view if by scleroderma is 
meant something related to circumscribed 
scleroderma or morphea, a disease primarily 
of connective tissue. Almost all the clinical 
evidence would. suggest that circumscribed 
scleroderma or morphea and acrosclerosis or 
systemic sclerosis are quite separate and 
distinct affections with different pathologies. 

I would stress that morphea is a pro- 
liferative disease, it affects either sex at any 
age, and it is a reversible disease, often 
showing spontaneous recovery. It would 
seem to be closely related to leukoderma and 
alopecia and to be governed by similar 
etiological considerations. Localized sclero- 
derma has no systemic counterpart and is 
not related to climate or race or to rheu- 
matic or vascular ills. 

Acrosclerosis or systemic sclerosis, on the 
other hand, is an atrophic or withering 
process, a progressive and irreversible dis- 
ease; it affects females and usually starts 
in relation to a phase of endocrine change, 
such as puberty, pregnancy, or menopause. 
It is essentially a degenerative disease and 
is primarily associated with vascular dis- 
turbances, being always preceded by Ray- 
naud’s phenomenon. 


Pathology 


One purpose of this communication is to 
present the pathological findings in two 
patients on whom autopsy was performed. 

Great emphasis is put upon fibrinoid ne- 
crosis of collagen by dermatologists at the 
moment as evidence of a primary collage- 
nous disease, but this change in collagen is 
a common one, a feature of many disorders 
which involve tissues containing collagen, 
and not necessarily an expression of the 
origin of the disorder. It is readily pro- 
duced. experimentally. by trauma and by 
bacterial toxins; it accompanies states of 
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disturbed vascular tension, nutritional de- 
ficiencies, and many pathological states. 

I believe that the primary disorder in 
acrosclerosis and systemic sclerosis is a 
disturbance of function, soon followed by 
structural change in small arteries. It may 
well be that subsequent changes in the tis- 
sues, both skin and systemic, including the 
infiltrations, atrophies, and scleroses, may 
be trophic and perhaps relate directly to the 
nutritional disturbances consequent upon 
the vascular change. 

It is possible that skin and systemic 
changes are primarily functional and that the 
gastrointestinal disturbances in particular 
are consequent upon this, quite apart from 
the vascular changes found in those internal 
organs. 

The essential doubt 1 am expressing is 
that the skin and systemic changes are 
primarily due to disease of the connective 
tissue. I think it probable that such con- 
nective tissue changes as are found are 
secondary to vascular or other functional 
disturbances, 

The changes in skin and other organs 
in systemic sclerosis are sometimes atrophic, 
sometimes sclerotic, and sometimes simple 
ischemic changes. Quite apart from the dis- 
ease under consideration we have long been 
familiar with such trophic disorders arising 
de novo or as a consequence both of vascular 
and of nervous derangements, nutritional 
disorders, arthritis, leprosy, etc. Parkes 
Weber has drawn attention to these changes, 
which he calls pseudoscleroderma. 


Report of Cases 


A brief account of the clinical features 
and the autopsy findings of two patients 
illustrates these points. 

Case 1—This woman died at the age of 41 and 
had been observed over a period of 10 years. She 
was married, with one child, aged 21. Sclerodactyly 
and pain in the fingers started after that preg- 
nancy, though Raynaud’s phenomenon had been 
present during the late teens. She was seen at 
the age of 32, with a 10-year history of typical 
sclerodactyly with degenerate and ulcerated finger 
tips. There were marked spider nevi and 
telangiectasia of the face and lips but no marked 
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atrophy. There were areas of mottled pigmentation 
and sclerosis of skin about the elbows and pubes. 
There was clinical and radiological evidence of 
esophageal involvement. There was marked nerv- 
ous instability and some breathlessness, though the 
chest x-ray was clear. The blood pressure was 
140/80. Subsequently the patient developed a loss 
of subcutaneous tissue round the body in girdle 
fashion, 2 in. wide at the level of the seventh 
intercostal zone. Biood chemistry was normal at 
this time, but the patient’s condition steadily de- 
teriorated over the years. At 40 there was hyper- 
tension, with pressure of 225/150, evidence of renal 
damage, and intense headaches and substernal pain 
on exertion. In spite of treatment the blood pres- 
sure advanced to 300/180 and the patient died in 
coma. 

Autopsy findings were similar to those of Case 
2 except that damage to the kidney was more ad- 
vanced and the lungs showed some bronchopneu- 
monia. Liver, thyroid, and uterus were normal. 

Autiopsy.—The macroscopic findings were as fol- 
lows: 

Skin: The first, second, and third right fingers 
showed tight, shiny, bluish skin and pronounced 
tapering toward the tips. The right forefinger 
lacked a nail and was the most altered. Skin and 
subcutis over the lower ribs beneath the breasts 
showed a band of thinning, measuring up to 6 cm. 
in breadth. 

Heart: The anterior descending branch of the 
left coronary artery showed patchy atheroma, 
causing significant constriction. The right coronary 
artery was considerably narrowed by atheroma at 
a point 8 cm. from its origin. Slicing the myo- 
cardium showed a patch of slightly hemorrhagic 
fibrosis (2X1 cm.) in the posterior wall of the 
left ventricle. The interventricular septum bore 
a few small patches of fibrosis scattered over an 
area 10.5 cm. The aorta showed extensive ather- 
oma with, in the lower abdominal part, patchy 
ulceration. 

Alimentary Canal: The proximal half of the 
esophagus was more tightly bound to other struc- 
tures than the rest. The lower fourth was thinned 
and showed postmortem change. A shallow oval 
ulcer (4 cm. longitudinally, 1.5 cm. transversely) 
was present just above the cardia. The stomach 
showed pronounced postmortem change. 

Genitourinary System: The left kidney weighed 
120 gm. The capsule stripped easily, but the 
subcapsular surface was uniformly but finely 
granular. When sliced the cortex was found to be 
crowded with partly confluent, ill-defined, whitish 
patches, measuring from 1 to 2 cm. in diameter. 
The patches suggested swollen, altered glomeruli. 

The right kidney weighed 120 gm. The capsule 
stripped, and the subcapsular surface was less gran- 
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ular than that of the left kidney. The cut surface 
appeared slightly congested but otherwise normal. 

Histology.—Microscopic study showed vascular 
change and fibrosis. 

Skin: Sections from the right forefinger showed 
scleroderma-like, abundant, dense, hyaline fibrotic 
dermis or subcutis. Collagen and adipose tissue 
showed sparse patches of necrosis. Over the distal 
phalanx the deeper connective tissue was partly 
calcified. 

In the proximal part of the finger a small artery 
showed intimal thickening. In the distal part some 
vessels were slightly narrowed, while others, per- 
haps altered by inflammation, were thin-walled and 
dilated. 

In the suprapubic region the dermis was thick- 
ened. The subepithelial stroma was hyaline and 
homogeneous, while the deeper collagen bundles 
were broad and well defined. Connective-tissue 
strands, staining black with Verhoeff’s elastic stain, 
were abnormally prominent in the depths of the 
dermis. Small arteries showed endarteritis oblit- 
erans. Pilosebaceous follicles and sweat glands 
appeared normal apart from slight postmortem 
change. The deeper layers of the epidermis were 
pigmented, and chromatophores laden with melanin 
were prominent in the superficial dermis. 

In the inframammary region the dermis and 
subcutis were greatly altered, together forming 
a connective-tissue layer only 3 mm. in depth over 
the aponeurosis. Adipose tissue of the subcutis was 
strikingly diminished and seemed to have been 
largely replaced by scar-like fibrous tissue. Coarse 
fibrils, staining black with Verhoeff’s mixture and 
occasionally arranged in close-set coils, were promi- 
nent in the midst of the subcutis. Small arteries 
in the subcutis showed tortuosity, endarteritis ob- 
literans, and medial hypertrophy; small veins 
showed intimal thickening. 

Kidneys: Many afferent arterioles were narrowed 
and showed fibrinoid necrosis, staining bright crim- 
son with the periodic acid-Schiff (PAS) method. 
Interlobular arteries showed loose concentric 
intimal thickening with narrowing of lumina. 
Rarely the internal elastic lamina was broken, but 
periarteritis was absent. 

Many proximal convoluted tubules showed hya- 
line droplet degeneration, the droplets staining 
vividly with PAS, and a few showed frank 
necrosis. Sparse tubules were greatly dilated and 
bore thickened basement membranes. Distal con- 
voluted tubules and collecting tubules contained 
hyaline coagula. Epithelial cells with hyper- 
chromic, sometimes multiple, nuclei lined occasional 
tubules. Glomerular tufts showed patchy necrosis. 
Epithelium, both of tufts and of Bowman’s capsule, 
showed a striking hyaline droplet degeneration; 
rarely large vacuolated degenerate cells were 
present. “Wire-loop” change was absent. Glomer- 
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ular crescents were sparse, but a few glomeruli 
were completely hyalinized. Patchy fibrosis and 
small lymphoid infiltrations were present in the 
interstitial tissues. 

The appearances indicated a _hyaline-droplet 
nephrosis of the proximal nephron complicating 
severe hypertensive nephrosclerosis (“malignant 
nephrosclerosis’). 

Myocardium: Sections confirmed the presence of 
extensive ischemic fibrosis. Small arteries in one 
section showed endarteritis obliterans. 

Pancreas: Areas of acinar atrophy were as- 
sociated with interstitial fibrosis. The lumina of 
moderate-sized veins were wholly occluded by 
cellular fibrous tissue bearing hemosiderin, clearly 
the result of organization of thrombi. 

Spleen: Arterioles showed fibrinoid necrosis, 
and small arteries, endarteritis obliterans. 

Adrenal Glands: Arterioles in the connective tis- 
sue around one gland and in the substance of the 
gland itself showed fibrinoid necrosis. A few 
small arteries showed endarteritis obliterans. The 
cortex and medulla appeared otherwise normal. 

Mammary Gland: Small artéries showed endart- 
eritis obliterans. Cystic hyperplasia and scattered 
macrophages laden with hemosiderin were also 
present. 

Lungs: Bronchopneumonia, emphysema, and 
intra-alveolar macrophages laden with hemosiderin 
were present. 

Esophagus: Sections from the distal third of the 
esophagus were difficult to interpret because of 
postmortem change. Smooth muscle seemed partly 
replaced by fibrous tissue. Muscle fibers varied 
greatly in caliber and were sometimes intensely 
eosinophilic. Occasional small arteries showed en- 
darteritis obliterans, but vascular changes seemed 
meager in the sections examined. (Pathological 
report by Dr. Sutherland.) 

CasE 2.—This woman died aged 44 years, having 
been seen at intervals over a period of 15 years. 

At school she suffered from “dead fingers,” 
which persisted, and at 29 she had a condition best 
described as sclerodactylia, with a lesion on the 
face resembling morphea. 

There was at this time atrophy of the terminal 
phalanges in the hands, the typical picture of 
acrosclerosis. 

The condition steadily progressed. At 40 cat- 
amenia ceased. At 42 there were considerable joint 
pains, treated with corticotropin by the patient’s 
physician, with some benefit. There was some 
pigmentation of the skin Her weight at this time 
was 102 lb. (46.4 kg.). Blood pressure was 110/60. 

At 42 there developed massive gangrene of the 
right index finger from the mid-interphalangeal 
joint. There was evidence of some inflammatory 
activity and fibrosis in the right lung. Over the 
subsequent months the condition deteriorated; 
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gangrene affected the extremities of other digits 
of hands and feet; ulcers appeared on the lower 
legs, and the patient eventually died of broncho- 
pneumonia. 

At autopsy the outstanding features were gan- 
grene of fingers of both hands, fibrosis of most 
organs and tissues in the body, and widespread 
arteritis and endarteritis of the medium-sized and 
smaller arterioles. This applied to hands and feet, 
arms and legs, esophagus, lungs, spleen, and liver. 
There was marked perivascular infiltration, and 
much fibrosis was related to this. 

Some details of the macroscopic findings are as 
-ijlows: On the anterior aspect of the esophagus, 
immediately below the bifurcation of the trachea, 
there was a small area of scarring, less than 1 
cm. in dimension. The stomach was enormously 
dilated, the greater curvature reaching well down 
into the pelvis. It contained brown fluid. There 
was no ulceration, and the pylorus was widely 
patent. 

The liver weighed 600 gm. It was tough in 
consistency, and the cut surface was yellow. The 
spleen weighed 200 gm. The organ was tougher 
than normal, and the cut surface showed an increase 
in fibrous trabeculae. 

The right pleural cavity was obliterated by 
moderately dense adhesions. In the lungs there 
was bronchopneumonic consolidation, with the 
formation of small abscesses affecting the posterior 
part of the right lobe. The upper lobes were 
edematous. Both lungs were tougher in con- 
sistency than normal. 

The heart weighed 200 gm., and the myocardium 
was soft and flabby. 

The uterus and ovaries were small and atrophic. 

Histology.—Microscopic study showed extensive 
vascular and fibrotic changes. 

Skin: Dermal fibrosis with hypertrophy of col- 
lagen fibers and atrophy of skin appendages was 
most advanced in the fingers, of moderate severity 
in the toes, and slight in the forearm and lower 
leg. Intimal proliferation of small arteries was 
seen in all sections but was severest in the fingers. 

Joints: In a coronal section through an inter- 
phalangeal joint of finger the synovial membrane 
was seen to be replaced by dense, acellular fibrous 
tissue. 

Thyroid: The gland was intersected by broad 
bands. of collagenous fibrous tissue. Endarteritis 
of small arteries. was occasionally seen. Thyroid 
vesicles appeared normal. 

Esophagus: A section from the area of scarring 
showed extensive fibrosis of the subepithelial tis- 
sues. 

Lungs: There was recent widespread broncho- 
pneumonia which was confluent in some areas. In 
addition, there was extensive fibrosis with oblitera- 
tion of many of the air sacs. While in some areas 
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the process was a proliferative one and might 
represent an organizing pneumonia, elsewhere it 
appeared to be of some standing and resembled the 
fibrosis in other organs. 

Myocardium: There was no obvious increase in 
fibrous tissue, but there was thickening of the 
walls of some small arteries and arterioles with 
consequent narrowing of the lumen. The muscle 
appeared normal. 

Liver: There was a slight increase in the fibrous 
tissue of the portal tracts. In addition, small foci 
of fibrosis were seen scattered throughout the 
organ; these bore no constant relationship to the 
portal tracts. The vessels were normal. 

Spleen: The capsule was thickened, and there 
was a great increase in fibrous trabeculae with 
widespread endarteritis of small arteries. 

Ovaries: There was well-marked endarteritis of 
the vessels at the hilum. 

Kidney: A few glomeruli were completely 
hyalinized. Apart from “feathering” of the free 
edges of the cells of the proximal tubules, no ab- 
normality was noted in the tubules. There was an 
undoubted increase in intratubular connective tissue, 
but no vascular changes were noted. (Pathological 
report by Dr. Goldie.) 

There would seem to be evidence, from 
these cases, of marked and significant vas- 
cular damage of a primary character, and 
often sufficient to account for the other 
changes in the tissues. Such findings are 
common to most of the scanty literature 
on the pathology of systemic sclerosis. The 
so-called “scleroderma kidney” described by 
Sheehan and others is essentially an ischemic 
kidney. 

I have recently seen similar widespread 
pathological lesions in a patient who died 
under the care of one of my physician 
colleagues. She presented first with eye 
signs, neurological symptoms, and gastro- 
enteritis. The only skin manifestations were 
segmental atrophies of subcutaneous tissues 
about one side of the face and one shoulder 
girdle, the vascular changes about the nerves 
supplying these areas being similar to those 
in Case 1. 

This systemic disease can no doubt pre- 
sent in a variety of patterns. 

The literature on the pulmonary changes 
found in this syndrome has_ throughout 
emphasized the vascular obliterative aspect 
of the pathology, some authors, as Get- 
zown (1945) and Church and Ellis (1951), 
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believing that collagen changes preceded vas- 
cular changes, but many, as Baehr and Pol- 
lack (1947), taking the opposite view. 
Ellman and Cudkowicz (1954), summing up 
the position, say that “the lung changes 
represent the effects of progressive pulmo- 
nary ischemia resulting from loss of 
branchial arterial supply.” 

It may be that in acrosclerosis and 
systemic sclerosis the emphasis is wrongly 
placed on the sclerosis instead of upon func- 
tional disturbance and vascular disease, and 
that acrosclerosis should not be grouped with 
scleroderma but with Raynaud’s disease. 
Perhaps progressive systemic arteriolar de- 
generation would be a better diagnosis. 


Summary 
A distinction is drawn between sclero- 
derma proper and systemic sclerosis includ- 
ing acrosclerosis. 
Scleroderma proper is primarily a col- 
lagenous disease, while it is suggested that 
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systemic sclerosis and acrosclerosis are due 
primarily to vascular disease. 


The postmortem findings of two patients 
with systemic sclerosis are described, and 
reference is made to other evidence on the 
vascular etiology of the disease. 


It is suggested that systemic sclerosis 
and acrosclerosis should be classified with 
the progressive vascular degenerative dis- 
eases rather than with scleroderma. 


27 Park Sq. (1). 
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The Cutaneous Manifestations of the Functioning 


Carcinoid 


ROBERT R. KIERLAND, M.D.; WILLIAM G. SAUER, M.D., and WILLIAM H. DEARING, M.D., Rochester, Minn. 


The purpose of this communication is not 
to review the extensive literature that has 
appeared concerning this recently recog- 
nized syndrome of functioning carcinoid but 
to review for dermatologists the salient 
clinical features, especially the cutaneous 
ones, that may lead to recognition and diag- 
nosis. 

Since 1952 and 1953, when four inde- 
pendent reports ’* appeared concerning a 
new syndrome, many additional reports of 
cases, experimental work, and the patho- 
genesis of this previously unidentified symp- 
tom complex, called the “functioning 
carcinoid” or the “carcinoid syndrome,” have 
been published.5* The original reports were 
actually the outcome of much previous work 
by physiologists and others concerning the 
physiology of serotonin and enteramine, 
which were both subsequently shown to be 
5-hydroxytryptamine.5? Lembeck first dem- 
onstrated that carcinoid tumors may con- 
tain large amounts of 5-hydroxytryptamine. 
It is the liberation of 5-hydroxytryptamine 
into the blood stream by the cells of a 
primary or metastatic carcinoid tumor or 
both that produces the recognizable signs 
and symptoms. 

Four important organs or systems are 
involved most frequently in this syndrome. 
These are (1) the lungs, (2) the heart, 
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(3) the gastrointestinal tract, and (4) the 
skin. Arthritis, muscle weakness, and loss 
of weight have been noted, but less fre- 
quently. 

The pulmonary symptoms are dyspnea 
and respiratory distress and resemble those 
of asthma with respiratory stridor. The 
valves of the right side of the heart may be- 
come thickened and sclerotic, and the scler- 
osis sometimes extends into the right 
atrium and pulmonary artery. The ultimate 
result is tricuspid regurgitation and pulmon- 
ary valvular stenosis, which may lead to 
decompensation. The gastrointestinal symp- 
tom of greatest importance is watery diar- 
rhea without blood or pus. Stools sometimes 
are passed with great frequency. Diarrhea 
may be the first sign to appear. Intermittent 
pain, borborygmi, and passage of flatus 
are also prominent. It is well to mention, 
however, that although cardiac, respiratory, 
and gastrointestinal symptoms may be pres- 
ent, some or all may be lacking in cases of 
functioning carcinoid. 

Cutaneous flushing of a transient nature 
is a characteristic symptom (Figure). It 
may persist for as long as 30 or more 
minutes, although usually it lasts less than 
10. The flush most frequently and severely 
affects the face, but the entire torso as well 
as both upper and lower extremities may 
be involved. The patient frequently states 
that during an episode of flushing the face 
and upper part of the torso feel hot, stiff, 
and swollen. Paresthesias of fingers may be 
present. 

The scleras are reddened. Cyanosis of 
varying degree may appear in spots in the 
region of bright red or bluish-red diffuse 
or patchy flushing. As the flush subsides, 
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The flushing of the upper part of the torso and 
the neck may be noted, together with telangiectasia 
of the face. 


the central portions fade first; the fading 
extends peripherally and leaves gyrate and 
serpiginous patterns. This process may be 
repeated occasionally or many times daily. 
As the flushing continues and becomes more 
chronic, telangiectases become evident, and 
more persistent or permanent cyanosis and 
flush of the face develop. The patient ul- 
timately appears plethoric, as though having 
polycythemia vera; yet the erythrocyte and 
leukocyte counts, cell volume, and concen- 
tration of hemoglobin remain normal. As 
will be noted later, hypotension following 
the appearance of flush in a few seconds is 
frequent and may result in syncope and 
even shock, Precipitation of the flush reac- 
tion may be spontaneous or due to multiple 
stimuli. Ingestion of food or alcohol, me- 
chanical stimuli, as in administration of 
enemas, emotional episodes, sudden changes 
in temperature or normal evacuation of 
bowel, palpation of the mass, and other 
causes all may produce the flushing. 

On histologic examination the involved 
skin is described® as showing dilatation 
and congestion of veins and capillaries, at 
times thickening of vessel walls, including 
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arterioles, and edema and chronic inflam- 
mation. Sections reviewed by Dr. Hamilton 
Montgomery and one of us (R. R. K.) 
revealed essentially similar findings. 

The aforementioned signs and symptoms 
are those which should bring the diagnosis 
to mind, Laboratory tests are available for 
confirmation of diagnosis. It has been shown 
that Kulchitsky’s (argentaffin) cells of the 
carcinoid tumor secrete 5-hydroxytrypta- 
mine and that carcinoid tumors may contain 
and produce large amounts of the same 
chemical. Excessive amounts then may ap- 
pear in the serum and may be measured. 
The normal concentration in serum is 0.03 yg. 
to 0.4ug per milliliter, whereas the majority 
of patients with carcinoid present abnor- 
mally elevated values of from O.5yg. to 
15.0ug. per milliliter. In the urine the meta- 
bolite of 5-hydroxytryptamine, 5-hydroxyin- 
dole acetic acid, is measured by simple 
chemical tests.? Normal] values range from 2 
to 9 mg. per 24-hour specimen, whereas in 
patients with a functioning carcinoid more 
than 800 mg. may be excreted in 24 hours. 
These values for 5-hydroxyindole acetic acid 
may be elevated even when concentration of 
5-hydroxytryptamine in serum is normal. 

Of six patients studied at the Mayo 
Clinic,!°* five have shown the characteris- 
tic flushing mechanism associated with 
cyanosis, and the other one stated he had 
flushing, although it was not observed by 
us. It is significant that in one of these 
patients #° episodes of severe hypotension 
accompanied by shock and extreme cyanosis 
followed stimulus of the bowel by cleansing 
or barium enemas ; another episode occurred 
when traction was applied to the tumor at 
the time of operation. In another patient 
the flushing reaction was reproduced by 
palpation of the tumor and the intravenous 
administration of histamine.!! Also, in this 
latter patient values for 5-hydroxytrypta- 
mine in the serum were increased after 
intravenous administration of histamine. 

It is likewise significant that in one pa- 
tient no metastasis could be demonstrated. 
Previously reported cases have indicated 
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that metastasis was present in all, and the 
assumption was made that the carcinoid 
syndrome then necessarily meant a meta- 
static lesion. The absence of metastasis in 
this one case seems to indicate that the 
signs and symptoms produced depend on 
the amount of 5-hydroxytryptamine liber- 
ated into the blood stream rather than on 
the presence or site of metastatic lesions. 
In this one patient the primary carcinoid 
tumor situated in the ovary weighed 230 gm. 
and contained 2.12 mg. of 5-hydroxytrypta- 
mine per gram of tissue. 


Summary 


In this brief clinical description of the 
signs and symptoms of the carcinoid syn- 
drome, or functioning carcinoid, the der- 
matologic manifestations which may arouse 
suspicion of the diagnosis have been empha- 
sized. Transient cutaneous flushing is char- 
acteristic of the syndrome. The flush 
appears most frequently on the face but may 
appear on the torso or extremities. Con- 
firmation of the clinical diagnosis may be 
made by the finding of 5-hydroxyindole 
acetic acid in excess in the urine. 
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ABSTRACT OF DISCUSSION 


Dr. June Carot SHAFER, Arlington, Va.: Dr. 
Kierland has thoroughly reported the details of a 
syndrome which for some time has been under the 
observation of various medical specialty groups 
because of the protean nature of its manifestations, 
and which only recently has been interpreted. 

It might be of interest in correlation briefly to 
review a large and unreported series of carcinoid 
tumors of the small bowel studied by E. B. 
Helwig and W. C. Manion at the Armed Forces 
Institute of Pathology. In 261 cases, of which 227 
were autopsy cases and 34 were surgical, 199 
carcinoids were incidental findings at autopsy. 
Sixty patients had definite symptoms referable to 
the abdomen or gastrointestinal tract. In six 
instances (five autopsies, one surgical) the func- 
tioning carcinoid syndrome was present. Two of 
these patients had positive urinary tests for 5- 
hydroxyindole acetic acid, and one had an elevated 
quantitative tissue serotonin analysis. In the five 
autopsy cases metastatic involvement of the liver 
was evident. In the surgical case the status of the 
liver was not stated, although regional node 
metastasis was present. Sections from the skin 
in two patients showed slight ectasia with minimal 
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infiltration. The heart was involved in three 
instances, once in the site of metastasis and in two 
instances with fibrosis and thickening of the pul- 
monic valves. 

Variations in these findings, already stressed by 
Dr. Kierland, are cases in which the origin of the 
primary tumor is in a site other than the gastro- 
intestinal tract or those cases in which no liver 
metastasis is demonstrable. 

With relation to clinical variations in the skin 
in patients with the carcinoid syndrome, A. 
Sjoerdsma (personal communication) at the 
National Institutes of Health has seen one patient 
who developed prolonged periods of fiery, vio- 
laceous-red involvement of the face, neck, chest, 
and shoulders, associated with edema of the face, 
particularly of the eyelids, persisting continually for 
two weeks, and subsiding in four to five days. 
Each episode was associated with vomiting, low 
blood pressure, azotemia, and fluid retention. In 
some patients with a well-marked flushing 
syndrome the skin in the interim may appear es- 
sentially normal, or there may be increased num- 
bers of ectasias, usually on the face and upper body. 
Major Michael Davis, at Walter Reed Army 
Hospital, has studied vascular changes in the skin 
of one patient, using the cutaneous stripping tech- 
nique and photomicroscopy. (Slide) This photo- 
graph demonstrates an ectasia consisting of one or 
two markedly elongated and dilated vessels, which 
from their color appear to be mainly venous chan- 
nels. 


It is of interest also that in some of the patients 
with this syndrome, particularly in those reported 
from Europe, pellagrinous changes have been ob- 
served. These are apparently secondary to the 
altered tryptophan metabolism and to a loss of 
nutrients from the gastrointestinal tract. Sjoerdsma 
(Sjoerdsma, A.; Terry, L., and Udenfriend, S.: 
Malignant Carcinoid, revised, U. S. Department of 
Health, Education, and Welfare, Public Health 
Service, National Institutes of Health, Bethesda, 
Md., July, 1956) summarizes that in normal per- 
sons approximately 1% of the daily tryptophan 
intake is utilized in the “serotonin pathway.” In 
carcinoid patients as much as 60% of the intake 
may be diverted into this pathway, leaving less of 
the amino acid available for nicotinic acid and 
protein. Low levels of fasting blood tryptophan 
and urinary N-methylnicotinamide in some of these 
patients confirm the presence of tryptophan and 
nicotinic acid deficiency. 

The physiologic activity of serotonin is complex 
and is still under study. It will be of interest to 
follow the development of its role in other derma- 
tologic entities. Increased amounts of serotonin 
have been demonstrated recently in mast cell 
tumors in mice by Sjoerdsma, Waalkes, and Weiss- 
bach (Sjoerdsma, A.; Waalkes, T. P., and Weiss- 


Kierland et al. 


bach, H.: Serotonin and Histamine in Mast Cells, 
Science, to be published). Michael Davis and 
James Lawler, at Walter Reed Army Hospital, 
studied one patient with the adult type of urticaria 
pigmentosa. In this single patient there was no 
demonstrable elevation of serotonin in the mast 
cell aggregates in the skin or increase in the 
5-hydroxyindole acetic acid in the urine. 

Dr. Donato M. Pittssury, Philadelphia: I 
would like to make one brief point. The determi- 
nation of the level of 5-hydroxyindole acetic acid 
in the urine is becoming a very popular test. How- 
ever, it must be interpreted with care, as illustrated 
by the following recent experience. The patient 
was aged and chronically ill. He had long been in 
the habit of taking a wide variety of drugs. He 
had developed a modest flushing reaction of the 
skin, particularly on the face and forearms and, 
being a physician, suggested that the 5-hydroxy- 
indole acetic acid level on a 24-hour specimen of 
the urine be determined. The level was high. The 
patient was in favor of having a laparotomy done 
immediately, but it was pointed out by the labora- 
tory consultant that certain drugs may raise the 
level of this compound in the urine. The patient 
was placed on a regimen of complete abstinence 
from medication for three days, and after this 
the urinary level of 5-hydroxyindole acetic acid 
was normal. 

Dr. A. RosteNBERG JR., Chicago: Dr. Kierland 
and his colleagues have adequately covered the 
clinical aspects of this syndrome, and I should 
merely like to talk about some of the interesting 
but, admittedly, speculative features of 5-hydroxy- 
tryptamine. 


First of all, its wide distribution is remarkable, 
considering that until recently we have paid little 
attention to this substance. I understand that it 
is ubiquitously distributed in the animal world. 
For example, it is found in the poison glands of 
octopi and in the skin glands of toads, and, 
interestingly and possibly of some importance, it 
is said to exist in the trichomes of Mucuna 
pruriens. Whether this is of any importance in 
the itching produced by that material, of course, 
remains to be determined. 

Its physiologic effects in the human body, as has 
already been mentioned, are varied and far from 
well known, and I will mention just one, its 
possible relationship to mental activity, which fact 
is, of course, being increasingly studied. There 
is apparently good evidence that tranquilizers and 
the new class of drugs which are being called 
resurgitives work somehow on serotonin, or at 
least affect it by inhibiting the enzyme monoamino- 
oxidase, or one of such enzymes which can destroy 
serotonin. 

My own interest in this material arose a few 
years ago, unwittingly, when I read an article stat- 
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ing that lysergic acid diethylamide inhibited de- 
layed-type skin reactions. This meant absolutely 
nothing to me at that time, but now at least 
one can formulate a theory. Lysergic acid diethyla- 
mide is probably the most powerful inhibitor of 
serotonin known. It is also known that serotonin 
is carried in the human organism by the platelets. 
It is also known that platelets are sequestered at 
the sites of allergic reactions. Hence, one can tie 
this into a working hypothesis as to how serotonin 
might affect cutaneous reactions and how these 
might be inhibited by a serotonin blocker. We 
hope to study this point in more detail. 

Dr. Ropert R. Kuiertanp: I am grateful 
especially to Dr. Shafer for her remarks, which 
have added considerably to this presentation. She 
properly emphasized that not all patients with 
carcinoid have a functioning type. 

Sjoerdsma probably has done more than anyone 
in this country in the investigation of this problem. 
His work brings up the discussions by Drs. Rosten- 
berg and Pillsbury. Sjoerdsma has pointed out that 
much of the difficulty of the chemical test for 
5-hydroxyindole acetic acid is a misinterpretation 
of the color index. He further indicated that the 
patient should be off all medication at the time 
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the urine sample is collected. Mohler (J. A. M. A. 
163:1138 [March 30] 1957) has just confirmed 
the specificity of Sjoerdsma’s test for 5-hydroxy- 
indole acetic acid. He states: “It would appear 
that this qualitative test on the urine is highly 
specific for metastatic carcinoid and that the num- 
ber of false-positive results due to drugs or other 
clinical conditions if present at all, must be quite 
small.” 

Dr. Rostenberg mentioned lysergic acid. 
Sjoerdsma also has shown that giving this ma- 
terial, lysergic acid diethylamide, seems to provoke 
and enhance the symptoms of the functioning car- 
cinoid, especially those of the flushing reaction 
and the bronchial spasm. In addition, these people 
develop hallucinations. Dr. Rostenberg also men- 
tioned the platelets. It was interesting that one 
of the greatest reservoirs of 5-hydroxytrytamine is 
in the platelet. Sjoerdsma also mentioned that 
chlorpromazine has been given to some patients 
with functioning carcinoid, but that any benefit 
that ensued to those patients seemed to be due to 
the sedative reaction rather than any specific in- 
hibition or neutralization of the 5-hydroxytryp- 
tamine itself. 
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Vascular Reactions in Chronically Inflamed Skin 


I. Mechanical Stimuli to the Skin; Inhibition of White Dermographism 


WILLIAM B. REED, M.D.; ROBERT R. KIERLAND, M.D., and CHARLES F. CODE, M.D., Rochester, Minn. 


A series of studies has been made at the 
Mayo Clinic on vascular reactions seen in 
chronically inflamed skin. The studies re- 
ported in this paper were concerned with 
mechanical cutaneous stimulation and with 
inhibition of white dermographism. 


Mechanical Stimuli to the Skin 


A white reaction, or pallor, may occur 
when a blunt point is stroked with light 
pressure across normal skin. Blood is dis- 
placed temporarily from the superficial ves- 
sels of the skin, but the stroked portion 
becomes paler than the surrounding skin 
within 10 to 15 seconds. This zone of pale- 
ness, limited strictly to the sites of mechani- 
cal stimulation, suggested to Lewis? and to 
Miiller? that this change was caused by 
contraction of the vessels responsible for 
cutaneous color and not to the passive con- 
traction of arterioles that supply zones of 
skin more than a square millimeter or so 
in extent. Lewis* also stressed the idea 
that the white reaction apparently does not 
result from pressure stimulating the vessels 
or from an after effect of their mechanical 
emptying. When a blunt instrument is 
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dragged across the skin, the factor of ten- 
sion is introduced, and such tension stimu- 
lates the minute vessels (metarterioles and 
precapillary sphincters) to contraction. He 
demonstrated the importance of tension by 
showing that if two fingers are placed about 
an inch apart on the skin of a susceptible 
person and the skin between them is lightly 
stretched, it is this stretched skin that sub- 
sequently pales rather than that with which 
the fingers were in contact. This contraction 
was shown to be independent of arteriolar 
constriction by an experiment in which arm- 
lets were used to occlude the major vessels 
of the arm. Lewis found no difference be- 
tween the reaction after he stroked the skin 
of the occluded arm and that following 
stroking of the unoccluded, opposite arm. A 
white reaction could be obtained in the 
skin of an arm compressed for periods up 
to 15 minutes. Lewis concluded that the 
contraction of the minute vessels in re- 
sponse to tension after a short period of 
latency appears to be a direct result of stim- 
ulation of their walls, being independent of 
neural reflexes, central or local. 

Ebbecke * and Carrier 5 demonstrated the 
white reaction in skin that had been de- 
nervated by either injury or anesthesia, thus 
showing its independence of neural reflexes. 
Ebbecke observed that the white line is 
elicited with greater ease in young persons 
than it is in persons more than 30 years of 
age. 

Lewis? also observed that if the skin is 
stroked with greater force a red line may 
appear, surrounded by a broad pale zone of 
vasoconstriction with sharply defined edges. 
The halo resulting from the firm stroke and 
that from the light stroke, according to 
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Lewis, have the same short period of latency 
and behave similarly. The skin forming 
such halos actually has been untouched by 
the stroking instrument but it has been 
depressed and pulled, with tension again 
eliciting the white reaction. 

When the skin is stroked more firmly in 
some persons, the triple response of Lewis 
and Grant may occur. A red line limited 
to the line of stroking develops in 3 to 15 
seconds. A flare that extends irregularly 
for some distance on either side of the red 
line appears a few seconds later, followed 
by a wheal that completely replaces the red 
line. The occurrence of this wheal is, how- 
ever, inconstant, and some persons manifest 
a greater degree of whealing than do others. 

Inflammatory conditions of the skin cause 
changes in the reactivity of the blood vessels 
to mechanical stimulation because the vessels 
already are dilated. Whitfield® could not 
elicit the white reaction in acute inflamma- 
tory conditions, nor could Rothman? elicit 
blanching by local injection of epinephrine. 
Rothman considered that this lack of the 
white reaction in acute inflammation results 
from paralysis of the maximally dilated 
precapillaries. 

Ebbecke was the first person to note the 
white reaction to mechanical stimuli on 
reddened skin, finding it in such conditions 
as solar erythema, scarlatina, erysipelas, and 
other inflammatory lesions of the skin. 
Whitfield noted the relative ease with which 
the white reaction could be elicited in pa- 
tients who had subacute and chronic in- 
flammatory conditions of the skin, such’ as 
pityriasis rubra of Hebra, seborrheic der- 
matitis, and “secondary dermatitis in the 
flexures.” He elicited the white line with 
the lightest of mechanical strokes, finding 
that pressure from a wisp of cotton wool 
was sufficient to elicit a reaction in patients 
with pityriasis rubra. Stokes*® described 
dermographia alba when patients scratched 
their “eczematously involved skin.” He de- 
scribed this reaction in patients who had 
“diathetic eczema,” the condition now known 
as “atopic dermatitis.” Brunsting,® Sulz- 
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berger,!® Eyster and associates,4 and Lo- 
bitz and Campbell 1? also have emphasized 
the white reaction in association with atopic 
dermatitis. Eyster and co-workers reported 
that heavy stroking of the skin produced a 
red line after about 15 seconds, followed in 
5 to 15 seconds by a white line somewhat 
wider than the line of stroke and lasting 
for 2 to 5 minutes. Several observers con- 
sidered that white dermographism is a spe- 
cific finding in atopic dermatitis, although 
Kierland }* doubted this. 

Present Study—Since white dermo- 
graphism is common, particularly in atopic 
dermatitis, it was the purpose of this study 
to investigate the factors that influence its 
development and its presence in other sub- 
acute and chronic inflammatory ‘conditions 
of the skin. The diagnosis was ascertained 
clinically and histopathologically in most 
of the patients examined. Patients in whom 
the dermatologic diagnosis was in doubt 
were excluded, although many showed der- 
mographism. 

Procedure: Before the skin of the patient 
was stroked, the inflammatory zones of the 
skin of the body were tabulated on anatomic 
outlines. The skin was stroked in both 
normal-appearing regions and the inflam- 
matury zones. Reactions to stroking were 
then compared and recorded on the outlines. 
In order to calibrate quantitatively the effect 
produced on the reaction by weight and 
tension, an instrument was designed on 
which graduated weights could be placed 
and in which the factor of tension could be 
introduced (Fig. 1). The instrument, made 
of lead and brass, was shaped like a wheel- 
barrow, with the wheel for a roller. The 
rotation of the roller could be stopped by 


Fig. 1—Instrument used to produce dermo- 
graphism. 
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tightening a screw. The instrument weighed 
1 kg., and additional weight up to 1 kg. 
could be added. Every patient was first 
stroked with the roller unlocked; both the 
1 kg. and 2 kg. weights were used. The 
roller then was locked by the adjustable 
screw, and the skin was stroked with either 
a 1 kg. or a 2 kg. load. The roller was 
made of aluminum, since it was found that 
lead or brass would react with the skin of 
the patients to cause black dermographism, 
which is merely the reaction of the metal 
to the powders and ointments on the skin. 

Observations were made on the reactions 
to stroking the skin with little tension and 
then to stroking the skin with tension pro- 
duced by tugging. The presence of white 
dermographism, of a red line with a white 
halo, or of the typical triple response was 
noted as to time of appearance, changes in 
outline, and duration. 

The patients examined in this study had 
lesions representing 17 different cutaneous 
diseases that had caused extensive involve- 
ment of the skin. More than two-thirds of 
the patients had sufficiently generalized in- 
volvement of the skin to require hospitaliza- 
tion. The greater number had atopic 
dermatitis, disseminated neurodermatitis, 
psoriatic erythroderma, mycosis fungoides, 
or sensitization reactions. Some of the con- 
ditions were clinical rarities, such as 
congenital ichthyosiform erythroderma, 
generalized bullous lichen planus, gen- 


eralized moniliasis, and dermatomyositis 
with erythrodermic changes, and the results 
on one or two patients are, therefore, not 
conclusive. 

Results: The results are summarized in 
the accompanying Table. When the skin 
was stroked without tension, either a white 
reaction or a barely perceptible red line with 
a white halo was seen. This reaction oc- 
curred with either the 1 kg. or the 2 kg. 
weight. 

With the introduction of tension obtained 
by locking the roller, the white reaction 
either persisted or was replaced by a red 
line with either a white halo or a surround- 
ing red flare. White dermographism per- 
sisted over the more infiltrated, confluent, 
and chronically involved zones of reddened 
skin. If the stroke was of sufficient inten- 
sity, a red line with the halo or a red flare 
was noted in normal skin. A _ stronger 
stimulus over chronically inflamed skin 
caused a white line in 9 to 16 seconds, which 
reached full intensity in another 30 seconds. 
This reaction lasted from 5 to 15 minutes, 
although it could be seen faintly in some 
patients for up to 30 minutes. Within limits 
the intensity of the stimulus paralleled the 
intensity of the white line. This limit de-. 
pended on individual susceptibility to white 
dermographism. The greater the tension on 
the skin, the broader was the line. Preced- 
ing red lines were not present in the zones 


White Dermographism Produced Mechanically in Patients with Dermatoses 








Degree of White Dermographism 








Dermatoses 
Pronounced and — to Moderate; 
Persistent Less Persistent Absent 
Atopic dermatitis 70 6 (partial remission) 4 (no eczema when examined) 
Disseminated neurodermatitis 23 
Mycosis fungoides 3 (infiltrative phase) 3 ~ pega to infiltrative 3 (premycotic phase) 
Pp 

Pityriasis rubra pilaris 3 1 0 
Reticulum-cell sarcoma of skin 

with erythroderma 2 0 0 
Psoriatic erythroderma 14 4 1 (acute flare-up) 
Localized psoriasis 0 2 10 
Seborrheic de dermatitis 4 2 0 
Dermatitis medicamentosa 3 (chronic; from guinacrine 0 2 (acute; from sulfa drugs) 

gold, and chloral hydrate) 
ae 0 0 2 (en plaques); 
2 (ichenoides) 
isseminated lichen planus 1 1 0 
Dadeooie 0 5 oa erythrodermic 0 
zones. 

Congenital ichthyosiform 

erythroderma 0 1 0 
Reed et cl %3 








of erythroderma before the appearance of 
white dermographism. 

When the surrounding skin with less in- 
volvement was stroked, a faint red line 
occasionally appeared in 10 to 15 seconds, 
only to fade and leave a white line. This 
was somewhat more noticeable in patients 
who had atopic dermatitis, but one of the 
patients with mycosis fungoides showed a 
similar phenomenon. Fading of the red line 
to white usually did not occur if the stimu- 
lus was strong. Several of the patients 
without the white reaction showed pro- 
nounced red lines and white halos. If their 
skin was stroked lightly, the red line dis- 
appeared, leaving a suggestion of a white 
line. This does not represent the same white 
line seen over chronically inflamed portions 
of skin, because a preceding red line did not 
occur, nor did a red line appear with a 
heavier stroke. 

The duration of the cutaneous lesions 
and the extent of their infiltration apparently 
played major parts in determining the type 
and degree of reaction. In acute inflam- 
matory conditions the white reaction was 
not seen. However, this reaction could be 
demonstrated in conditions of longer dura- 
tion. Duration alone does not determine the 
reaction, because four patients whose mycosis 
fungoides had been present for remarkably 
long periods (onset in 1905, 1915, 1935, and 
1941, respectively) showed varied responses. 
Only two of these patients had a pronounced 
degree of white dermographism, and the 
skin in these two patients had the greatest 
degree of infiltration by the disease process. 
The other two patients showed moderate 
to slight reactions over the more infiltrated 
zones. Patients who had superficial derma- 
toses, such as parapsoriasis, pityriasis rosea, 
and the superficial localized plaques of 
psoriasis, did not exhibit the white reaction 
or showed it only slightly. These patients 
had a red line with either a flare or a white 
haio. 

White dermographism was more notice- 
able over the arms, neck, and legs and was 
less prominent over the abdomen and trunk. 
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The cutaneous involvement in the last two 
regions usually was less, but the skin also 
showed less turgor. Decreased turgor re- 
duced the tension on the skin, and it was 
more difficult to elicit the white reaction. 

Friction also played a part in the reaction. 
Friction is the resistance to relative move- 
ment when two surfaces are in contact. A 
certain force must be applied to overcome 
this resistance before movement occurs. The 
nature of the opposing surfaces determines 
the force needed to cause movement, and 
this is relative to a constant force, namely 
the coefficient of friction. The frictional 
force immediately before movement occurs 
(the limiting frictional force) is frequently 
greater than the frictional force when move- 
ment is occurring at a constant velocity. 
Naylor,* studying cutaneous surfaces, 
found that friction is reduced if the skin is 
dry, greasy, or extremely wet but is in- 
creased if the skin is just moist. Also, the 
coefficients of rolling friction are much 
smaller than those of sliding friction. 

During the present study it was sometir.._s 
difficult to elicit a cutaneous reaction in 
patients who had greased skin, and this was 
also true for patients who had a branny 
type of exfoliation. With reduction in the 
force needed to give movement between 
roller and skin, less tension was transmitted 
to the skin. Tension thus was manifested 
as resistance to movement. With the rolling 
motion, when the wheel was not locked, less 
resistance to movement was present and, 
consequently, less tension was applied to 
the skin. 

Whenever possible, patients were observed 
during remissions and exacerbations. Sev- 
eral patients who had atopic dermatitis or 
generalized psoriasis showed loss of white 
dermographism when their cutaneous lesions 
disappeared. The white reaction was re- 
placed by a red line or by a red line with a 
white halo. Patients who had not experi- 
enced outbreaks of eczema for several 
months to several years had normal reac- 
tions to mechanical stroking. 
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In patients who had lichen simplex 
chronicus (localized neurodermatitis) with 
acute sensitization reactions, white dermo- 
graphism could be demonstrated over the 
sites of old dermatitis but not over the 
acutely inflamed zones. If the sensitization 
reaction had become chronic, then white 
dermographism was noted. 

The diagnosis of either atopic dermatitis 
or disseminated neurodermatitis depended 
on the age of the patient and the history 
of previous hay fever, asthma, or derma- 
tologic trouble, occurring singly or together, 
in infancy and adolescence. Most patients 
who had disseminated neurodermatitis were 
more than 40 years of age and showed 
pronounced white dermographism. The 
white reaction to light stroking of normal 
skin was reduced with increasing age, but 
age apparently had no influence on the 
production of the white reaction in chroni- 
cally inflamed skin. 

The question could be raised whether the 
patients who had white dermographism in 
conditions other than atopic dermatitis and 
neurodermatitis had considerable evidence 
of allergy in their family and personal back- 
grounds. Only 3 of the 18 patients with 
exfoliative psoriasis who showed pro- 
nounced or moderate white responses to 
stroking revealed family histories of hay 
fever, asthma, or eczema, and only 1 of the 
patients who had mycosis fungoides gave a 
positive family history. None of the four 
patients with pityriasis rubra pilaris had 
positive family histories of allergy. None 
of the patients mentioned in this paragraph 
had personal histories of allergy. Thus, the 
white response to mechanical stimulus ap- 
parently was independent of an_ allergic 
background in the patient (Fig. 2). 


Inhibition of White Dermographism 


An attempt was made to inhibit the white 
reaction by the injection of various agents 
known to block the action of chemicals that 
occur naturally in the skin and cause vas- 
cular responses. Diphenhydramine (Bena- 
dryl) hydrochloride was used to inhibit the 
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Fig. 2—White dermographism in a 67-year-old 
man who had had mycosis fungoides for 14 years. 


action of histamine, phentolamine (Regitine) 
hydrochloride for the action of adrenergic 
compounds, and atropine for the action of 
cholinergic compounds; procaine was used 
for the production of localized anesthesia. 

Russell and Last 1° attempted to obliterate 
white dermographism by local intradermal 
injections of various substances, by use of 
local cutaneous anesthesia, and by sym- 
pathetic block. They found no inhibition 
with the use of atropine, epinephrine, di- 
benzyl-8-chlorethylamine hydrochloride (Di- 
benamine), physostigmine, acetylcholine, 
a benzofuran derivative (anthallan), and 
local anesthetic agents. Only histamine and 
the histamine releaser called “48/80” di- 
minished or abolished the white response. 
Sympathetic block did not abolish this reac- 
tion. 

Procedure-—A total of six intradermal 
injections were made in each of 10 patients 
into skin where white dermographism was 
noted to be strongly elicited. Two patients 
had mycosis fungoides, two had psoriatic 
erythroderma, four had atopic dermatitis, 
and two had disseminated neurodermatitis. 
Atropine (1:100 to 1:1000), diphenhydra- 
mine hydrochloride (1:1000), phentolamine 
hydrochloride (1:1000 to 1:10,000), pro- 
caine hydrochloride (1%), and_ saline 
(0.9%) were used. Each patient received 
two injections of saline and one injection of 
each of the other four agents named. After 
a wait of one-half to one hour, the skin 
was stroked vigorously over the site of 
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injection, and the resulting reactions were 
noted and photographed. 

Results—None of the agents injected 
intradermally inhibited the appearance of 
the white reaction produced by the stroking. 
All these patients displayed pronounced 
white dermographism. These agents did not 
cause any abnormal reactions in the skin 
except for atropine, which gave a pro- 
nounced wheal and flare in many instances. 

Thus, it may be assumed that none of 
these agents inhibited the induced capillary 
constriction, which resulted from direct 
mechanical stimulation and not from any 
intervening neural or chemical stimulation. 
Of course, another chemical not inhibited 
by any of the agents used in this part of 
the study could be responsible for the 
reaction. However, the white line probably 
is due solely to direct stimulation of minute 
vessels. These vessels probably are altered 
by chronic inflammation and show increased 
vascular tone as the result. 


Summary and Conclusions 


A study was made of the vascular reac- 
tions induced mechanically in normal skin 
and in the skin of patients who had a variety 
of cutaneous inflammatory diseases. 

White dermographism is the vasoconstric- 
tion of minute cutaneous vessels and is 
seen after light stroking of normal skin. 
In chronic inflammation of the skin it 
persists with both light and heavy stroking. 
White dermographism depends on mechan- 
ical stimulation of the skin and apparently 
is independent of any chemical or neural 
stimulus. This reaction occurs in infiltrative 
chronic inflammatory conditions, such as 
atopic dermatitis, disseminated neuroderma- 
titis, psoriatic erythroderma, mycosis fun- 
goides of the infiltrative type, and 
lymphomatous erythroderma. It is not 
specific for atopic dermatitis. 

In chronic inflammatory cutaneous dis- 
eases the vessels show increased vascular 
tone, as manifested by white dermographism. 
This reaction does not occur in acute condi- 
tions of the skin. When the diseased skin 
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returns to normal, white dermographism dis- 
appears and is replaced by the normal “tri- 
ple response” to mechanical stroking. 


Mayo Foundation. 


REFERENCES 


1. Lewis, T.: The Blood Vessels of the Human 
Skin and Their Responses, London, Shaw & Sons, 
Ltd., 1927. 

2. Miller, L. R.: Studien titber den Dermo- 
graphismus und dessen diagnostische Bedeutung, 
Deutsche Ztschr. Nervenh. 47-48 :413-435, 1913. 


3. Lewis, T.: The Force Exerted by Contracted | 


Capillaries, J. Physiol. 58:i-ii, 1923. 

4. Ebbecke, U.: Die lokale vasomotorische 
Reaktion (L. V. R.) der Haut und der inneren 
Organe, Arch. ges. Physiol. 169:1-81 (Sept.) 
1917. 

5. Carrier, E. B.: Studies on the Physiology of 
Capillaries: V. The Reaction of the Human Skin 
Capillaries to Drugs and Other Stimuli, Am. J. 
Physiol. 61 :528-547 (Aug.) 1922. 

6. Whitfield, A.: On the White Reaction (White 
Line) in Dermatology, Brit. J. Dermat. 50:71-82 
(Feb.) 1938. 

7. Rothman, S., and others: Physiology and 
Biochemistry of the Skin, Chicago, The University 
of Chicago Press, 1954. 

8. Stokes, J. H.: Diathetic Eczema: The 
Cutaneous Phase of the Eczema-Asthma-Hay- 
Fever Complex, M. Clin. North America 15 :279- 
296 (Sept.) 1931. 

9. Brunsting, L. A.: Atopic Dermatitis (Dis- 
seminated Neurodermatitis) of Young Adults, 
Arch. Dermat. & Syph 34:935-957 (Dec.) 1936. 

10. Sulzberger, M. B.: Dermatologic Allergy, 
Springfield, Charles C Thomas, Publisher, 1940. 

11. Eyster, W. H., Jr.; Roth, G. M., and Kier- 
land, R. R.: Studies on the Peripheral Vascular 
Physiology of Patients with Atopic Dermatitis, 
J. Invest. Dermat. 18:37-46 (Jan.) 1952. 

12. Lobitz, W. C., Jr., and Campbell, C. J.: 
Physiologic Studies in Atopic Dermatitis (Dis- 
seminated Neurodermatitis): 1. The Local Cuta- 
neous Response to  Intradermally Injected 
Acetylcholine and Epinephrine, A.M.A. Arch. 
Dermat. & Syph. 67 :575-589 (June) 1953. 

13. Kierland, R. R.: Certain Stigmata Associated 
with Atopic Dermatitis, Am. Pract. & Digest 
Treat. 6:1089-1093 (July) 1955. 

14. Naylor, P. F.: The Skin Surface and Fric- 
tion, Brit. J. Dermat. 67 :239-248 (July) 1955. 

15. Russell, B., and Last, S. L.: Besnier’s 
Prurigo: Observations on Abnormal Cutaneous 
and Central Nervous Reactions, Brit. J. Dermat. 
67 :65-72 (Feb.) 1955. 


Vol. 77, Jan., 1958 








UMI 





UMI 


Black Hair Tongue 


A Comparative Study of Black Hair Tongue, Geographic Tongue, and Drug 


Eruption of the Tongue 


LOUIS H. WINER, M.D., Beverly Hills, Calif. 


The surface features of the dorsum of 
the tongue may be an aid to a correct diag- 
nosis. Such is the case with strawberry 
tongue of scarlet fever, the atrophic smooth 
tongue of pernicious anemia, and _ the 
blistered soggy tongue of drug eruption, but 
no clinical syndrome has been shown to be 
associated with either black hair tongue or 
geographic tongue. 

Anatomically, the dorsal surface of the 
body of the tongue, which forms the an- 
terior two-thirds of the organ, is the site 
for the lesions of the last two conditions. 
The body is separated from the root of the 
tongue, or the posterior portion, by the 
V-shaped sulcus terminalis, which is bor- 
dered anteriorly by 7 to 12 circumvallate 
papillae. Anterior to these the tongue is 
covered with filiform (thread-like) and 
fungiform (mushroom-shaped) papillae. 
The fungiform papillae, which are 0.5 to 
1.5 mm. in diameter and most numerous 
near the tip of the tongue, have a smooth 
red surface because of the thinness of their 
covering epithelium. The paucity of keratin 
over them permits the underlying capillaries 
to show through. The filiform papillae are 
grouped in parallel rows across the tongue 
and are the most numerous. The epithelial 
cells covering the filiform papillae form a 
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hollow cone-shaped cap. Normally these 
surface cells undergo hyalin degeneration 
and are cast off. In pathological conditions 
in man they develop heavy keratin tips or 
points. In animals they are so thickly 
covered with keratin that they have a rasp- 
like surface. Both the primary and the 
secondary filiform papillae have separate 
epithelial caps. This accounts for their 
thread-like appearance. 

Black hair tongue may be any color from 
yellow to black. Its surface may be hair- 
like or smooth. It has frequently been ob- 
served since the era of antibiotic therapy. 
It has been described clinically but has not 
often been studied and compared histo- 
logically with other tongue lesions. Heid- 
ingsfeld,” credited Rayer with the original 
description of black hair tongue in 1835, 
classified the condition into two types: the 
true, or congenital, and the false, or ac- 
quired. The true was due to a develop- 
mental anomaly, which, although originating 
at birth, did not show any growth until 
adolescence or later. However, when it 
appeared, it persisted. Examples of this 
type were reported in Darier’s disease and 
acanthosis nigricans. The false he consid- 
ered as due to irritants, infections, etc. He 
considered the majority of cases reported 
in the literature as belonging to the false 
type. 

The pathogenesis of black hair tongue 
is still obscure, even though it has been 
seen in association with antibiotic therapy 
with penicillin, oxytetracycline (Terramycin), 
chloramphenicol (Chloromycetin), and 
chlortetracycline (Aureomycin), as well as 
with chlortetracycline ointments. Weid- 
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man,”! Thompson and Montgomery,'* Ken- 
nedy and Howles,§ Laskaris and Curtis,® 
Carteaud and Drouhet,! Cross,? and Wolf- 
son *? reported fungi of different species 
associated with this condition. They as- 
sumed that there could be a relationship, 
direct or indirect, to the causation of this 
condition and that it might be due to an 
enzyme system which these fungi have in 
common. 

Tomaszewski,!® Ronchese and Kern, 
and Colby? thought that the antibodies sup- 
pressed the bacterial flora of the mouth 
which normally inhibits the growth of fungi, 
and thereby an overgrowth of fungi occurs. 
Ellinger and Shattock* suggested that the 
oral administration of penicillin produced a 
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nicotinamide deficiency which resulted in an 
overgrowth of the papillae. Oppenheim,’* 
Swinburne,’” and Sutton 1® thought that it 
was due to the oral irritants of a chemical 
nature, possibly oxidizing inflamed acan- 
thotic papillae produced by mouthwashes, 
alcohol, tobacco, etc., which stimulated pro- 
liferation of the epithelium of the filiform 
papillae. All are agreed that the pigment is 
not melanin. It has been explained that the 
lesions which are yellow contain less bac- 
teria and more keratin, whereas the lesions 
which are dark brown to black contain not 
only an increased amount of keratin but 
also an increased number of Candida or- 
ganisms. 


Fig. 1-——Black hair tongue. : 
Fig. 2.—Photomicrograph of black hair tongue. Vacuolated epidermal rete; proliferated 
keratin of filiform papillae. Epidermal rete is of normal thickness. H. & E.; mag. X 35. 
Fig. 3.—Higher magnification of Figure 2. Vacuolated cells; increased number of basal 


cells; normal upper cutis. H. & E.; mag. X 400 
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Vollmer *° observed that in black hair 
tongue, contrary to keratosis of the palms 
and soles and fever tongue, where keratiniz- 
ing cells of adjacent papillae form a plate, 
each of the keratin epithelial caps overlying 
the papillae remains discrete, forming a 
needle point or spear. 

Zinser *8 described it as an extensive 
proliferation of the filiform papillae. He 
suggested that the fungiform papillae did 


not take part in the process and that the 
color was due to the keratin. 

Gans and Steigleder® chose the term 
“hyperkeratosis nigricans linguae” and re- 
ported the histopathology in detail. The 
primary changes showed the branching 
papillae with proliferation of epidermal rete 
which surrounds each secondary papilla. 
They stated that the basal cells are cuboid 
with round nuclei and resemble the prickle 


Fig. 4—Geographic tongue. 
Fig. 5.—Photomicrograph of geographic tongue. Scaled surface; inflammatory reaction in 


cutis. H. & E.; mag. X 35. 


Fig. 6.—Superficial area of Figure 5. Polymorphonuclear leukocytes in desquamating 


stratum corneum. E.; mag. X 400 
Fig. 7—Basal-cell zone of Figure 5. 
cells of cutis. H. & E.; mag. X 400. 
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Basal cells normal in number, invaded by inflammatory 








cells. Although the nuclei are increased in 
number, the mitotic figures are not in- 
creased. As the cells progress upward in 
the rete, the nuclei get shrunken and clear 
spaces form in the cytoplasm. The cell 
membranes remain intact forming a net- 
iike stratum corneum, in whose mesh the 
nuclei are retained intact. The higher up 
one goes, the more firmly are these vacuo- 
lated lamellae bound together with each 
other. The keratin piles up above these 
lamellae of prickle cells and forms a horn 
spear. It is a counterpart of a cornu 
cutaneum. No pigment is seen. The color 
is based on foreign material between the 
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keratin strands. The fungi are simply 
caught in the keratin network. The papil- 
lary bodies and cutis are unaltered. 
Geographic tongue, although essentially a 
children’s disease, is also observed in adults. 
It is characterized by inflamed superficial 
annular and arciform macules, which have 
a reddish smooth center and a peripheral 
yellow-to-gray, slightly elevated migratory 
border. These lesions vary from 1 to 1.5 
cm. in diameter and have a tendency to be- 
come confluent, forming geographic or 
polycyclic figures. They are localized most 
frequently on the dorsal surface and mar- 
gins of the anterior half of the body of the 


Fig. 8—Drug eruption of tongue due to penicillin. 
Fig. ee of drug eruption of tongue. Acanthotic epidermal rete. H. & E.; 
mag. X 35. 
Fig. 10. —Superficial area of Figure 9. Stratum corneum parakeratotic; exoserosis of rete. 
H. & E.; mag. X 400 
Fig. il. —Upper cutis of Figure 9. Capillaries dilated; endothelium proliferated; eosinophil 
; mag. X 


and polymorphonuclear-cell infiltrate. H. & E.; 
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tongue. They disappear and recur at ir- 
regular intervals of two to seven days. Their 
course may run for years in this manner. 
The patients frequently mention a slight 
burning sensation. One is impressed by 
the atrophy of the filiform papillae in the 
red areas of the lesions. As the lesions 
progress peripherally, the central papillae 
regrow and those intervening or proximal 
to the peripheral border show greater 
atrophy and thereby more intense redness. 

Zinser ** considered the condition as- 
sociated with exudative diathesis. How- 
ever, he admitted seeing it in 75-year-old 
patients. There is a hereditary tendency in 
that as many as three generations of the 
same family have been studied with this 
abnormality. The central area resembles 
Moeller’s glossitis, which is very painful, 
and does not have the gray border. Milian, 
Kicevac, and Kicevac-Petrovic 1! reported 
the observation of. intraepidermal micro- 
abscesses from which they grew Gram- 
negative cocci. These, when inoculated into 
rabbit tongues, caused marginal exfoliation 
similar to the disease. 

The histological sections show absence of 
filiform papillae. There is acanthosis of the 
epidermis with a desquamating surface. The 
active zone shows numerous polymorpho- 
nuclear leukocytes lifting and loosening the 
hyalinizing cells to the point of desquama- 
tion. This explains the redness and smooth 
atrophic surface. The basal cells and cells 
in the lower epidermal rete are normal. No 
vacuolation and no increase in number of 
nuclei are seen. The cutis, as was the case 
with black hair tongue, shows practically 
no changes. 

Drug eruption of the tongue caused by a 
penicillin injection is characterized by 
plaque-like, soggy macules. Simultaneously, 
bullous lesions appear on the arms and 
lips. Histologically, there was parakeratosis 
of the stratum corneum and acanthosis and 
spongiosis of the epidermal rete. The papil- 
lary cutis showed capillary dilatation with 
intimal proliferation. There was a perivas- 
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cular infiltrate of polymorphonuclear leuko- 
cytes and eosinophils in the papillary cutis. 


Comment 


Black hair tongue is histologically a 
verrucous lesion which if present on the 
skin suggests the diagnosis of filiform 
verruca vulgaris or a condyloma acumi- 
natum. Production of verruca by the use of 
tar ointments or other epithelial irritants 
has been observed. These promptly sub- 
side when the medicament is discontinued. 
For this reason black hair tongue has been 
treated with keratolytics, such as trichloro- 
acetic acid but at times with slight success. 
In four patients painting with 20% 
podophyllin resin U. S. P. in equal parts 
of acetone and alcohol as a vehicle has re- 
solved the lesions in two weeks. The pa- 
tients were also given vitamin A troches 
(Vi-Dom-“A”) to prevent recurrence. It 
is believed that after the desquamation is 
accomplished, vitamin A (Vi-Dom-“A’) 
locally applied may interfere with the 
sulfhydryl metabolism, as do unsaturated 
lipid-soluble compounds,® thereby inhibiting 
the recurrence of the keratosis of black hair 
tongue. 

Of three patients with geographic tongue, 
two have responded to 250 mg. of chlortetra- 
cycline dissolved in 120 cc. of water as a 
mouthwash two times. daily. . The third 
patient gave a history of indigestion which 
was due to achlorhydria. By the administra- 
tion of 15 minims (1 cc.) of dilute hydro- 
chloric acid three times a day, both his 
indigestion and the geographic tongue have 
disappeared. 

A patient with the drug eruption of the 
tongue responded to a steroid therapy in 
one week by the oral administration of 300 
mg. of cortisone the first day in four 
divided doses, 200 mg. the second day, and 
100 mg. daily for five days thereafter. 

It seems that the causative agents of black 
hair tongue produce an acid state, which is 
conducive to loss of keratinase enzymes. 
Linderstrom-Lang and Duspiva?® have 
shown that keratin is best digested at a pH 
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Clinical Manifestations and Microscopic Findings of Black Hair Tongue, 


Geographic Tongue, 


and Drug Eruption 














Clinical Manifestations 
Black Hair Tongue Geographic Tongue Drug Eruption 
Location Central posterior dorsum Anterior lateral margins No specific 
Duration Persistent Evanescent Acute 
pds ge Pasty taste Burning 
ype of lesion 
Patches Yellow, brown, black; surface Atrophic, smooth ae center; Smooth 
smooth to rough gray elevated borde 
Border Irre; Arciform Sharp; annular 
Microscopic Findings 
Black Hair Tongue Geographic Tongue Drug Eruption 
Involvement Filiform papillae Filiform papillae Entire surface 
Stratum eorneum bey) ch elongated cornified eae elevated with many Parakeratotic, very thin 
er! 


otntiiestinged, clear keratinizing 


Epidermal red cells 
cells; intensely vacuola 


Basal zone Intensive increase in number of 
nuclei; small, round, or cuboidal 
cells 

Cutis No changes 

Treatment Vitamin A; painting with 20% 


podophyllin in acetone, alcohol aa; 
trichloroacetic acid 


M.N.’s 
Slightly vacuolated, round 


Normal nuclei; columnar cells; 
ag aa cutis junction invaded 


M.N.'s 
ioGemeneiion. in papillary bodies 
Dilute HC}; antibiotic; mouth 
wash 


No change in size; thickened 
Normal nuclei, columnar cells 
Edema, intimal ete: many 


eosinophils and ’s 
Interdict causative drug; steroids 





of 9.3. Montagna '? postulated that perhaps 
there is in human skin a keratinase similar 
to that found in avian skin and quoted 
Stankovic, Arnovljevic, and Matarulj, who 
reported enzymatic hydrolysis of keratin in 
the crop juices of the hawk and vultures. 
It is possible that by inhibition of these 
enzymes through excessive acidity the 
keratin is not shed from the filiform papillae. 
Conversely, the excessive shedding, as seen 
in geographic tongue, is frequently inhibited 
by acidification with dilute hydrochloric acid. 


Summary 


In black hair tongue the flora of the 
mouth, by increasing acidity, inhibits the 
keratinase from desquamating stratum 
corneum. The color of black hair tongue 
is due not to melanin but, rather, to keratin 
and the oxidation products of the oral flora. 
Increased growth is demonstrated by an 
increase in the number of nuclei in the 
basal-cell zone. The upper epidermal cells 
are intensely vacuolated and not unlike those 
seen in verrucae. Geographic tongue, clin- 
ically, because of its frequent recurrence, 
configuration, progress, and histopathologic 
features, resembles a benign type of super- 
ficial pyoderma, not unlike that of erythema 
streptogenes or so-called pityriasis simplex. 
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Conclusion 


1. Black hair tongue is a hypertrophy of 
the filiform papillae with a piling up of 
keratin, whose etiology is yet unclear but 
whose tfeatment has been simplified with 
the use of podophyllin resin U. S. P. and 
oral alkalinization. 

2. Geographic tongue is an atrophy of 
the filiform papillae, due most likely to ex- 
cessive alkalinization and infection of the 
overlying epithelium. 

3. The epidermal rete of each condition is 
about the same thickness if one excludes 
the stratum corneum. 

4. Orally administered antibiotics may 
produce epithelial hypertrophy of the 
filiform papillae. Parenteral penicillin pro- 
duced proliferation of the capillary en- 
dothelium, an eosinophilic infiltrate in the 
perivascular areas of the papillary cutis, 
and parakeratosis without hypertrophy of 
the stratum corneum. 

5. The epidermal rete in drug eruption 
of the tongue is twice the thickness of that 
seen in black hair tongue or geographic 
tongue. 

William L. M. Martinsen cooperated in the 
preparation of the photographs and photomicro- 
graphs. 

9915 Santa Monica Blvd. 
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DISCUSSION 

Dr. Rees B. Rees, San Francisco: I shall con- 
fine my remarks to black hairy tongue and geo- 
graphic tongue, for I feel that the single instance 
of drug eruption of the tongue presumably due to 
penicillin is but a very small part of the total 
picture of possible manifestations of drug erup- 
tions of the tongue. 

Black hairy tongue and geographic tongue have 
several features in common; they are dermatologic 
curios, often baffling and puzzling to the non- 
dermatologist; they are both completely benign 
and have not been proved to be manifestations 
of systemic illness; they both have overtones of 
possible genetic predisposition, and, finally, one 
appears to be the very antithesis of the other 
morphologically. In black hairy tongue there is a 
prolongation of the filiform papillae, and in geo- 
graphic tongue these papillae are temporarily lost. 
One cannot say that there is a deep and satisfying 
understanding of the pathogenesis of either con- 
dition. The chief value of this paper, in addition 
to making ever worthwhile therapeutic suggestions, 
lies in the further clarification of the histopatho- 
logical details. 

The thesis that the causative agents of black 
hairy tongue produce an acid state which is con- 
ducive to loss of keratinase enzymes is of real 
interest but apparently remains to be proved. In 
regard to the pigmentation in black hairy tongue 
(which need not be either black or hairy), it 
appears that there is general agreement that mel- 
anin is not responsible. From that point on, 
whether the color change is due to the presence of 
micro-organisms, various extraneous coloring 
agents, particles of food, or chemical change in 
the keratin must be left to the future for clarifi- 
cation. The strongest evidence would point toward 
the last category. 

Perhaps geographic tongue is indeed a benign 
type of superficial pyoderma, but I personally 
would not choose to compare it to erythema strep- 
togenes or so-called pityriasis simplex. This latter 
condition has not been proved to be a pyoderma, 
nor does it respond to treatment for pyoderma. 
Paradoxically, the self-same treatment which may 
(in some instances) induce black hairy tongue may 
be beneficial in the treatment of geographic tongue, 
namely, chlortetracycline (Aureomycin) or some 
other antibiotic as a mouthwash. 


103 








o e * 
Hair Conference in London 


Under the sponsorship of the British Society for Research on Ageing and 
with the financial support of County Laboratories Ltd., Stanmore, Middlesex, 
a symposium on the biology of hair growth was held Aug. 7 to Aug. 9, 1957, 
in the beautiful and spacious quarters of the Royal College of Surgeons in London, 
a historically glorious site for scientific assemblies. The meeting was held under 
the chairmanship of William Montagna, Brown University, who was responsible 
for arranging the excellent program and for conducting the discussions with 
congenial ease and great expertness. 

In the introduction to the conference S. Rothman, University of Chicago, 
emphasized the significance of coordinating research on morphology and function 
as it has been done with great success during the last decade in research on hair. 
In discussing anatomy, E. J. VanScott, National Institutes of Health, presented 
his tridimensional reconstructions of the human pilosebaceous unit and demon- 
strated striking age and regional differences. He finds that approximately 50% 
of the units on the upper back possess two hair follicles conjoined to a common 
follicular neck and that in the skin of the beard area the follicular neck contains 
two distinctly separate channels, one containing the hair shaft and the other 
connecting the sebaceous duct directly with the surface. He also presented a 
simple method for making a differential count of resting and growing hairs on 
the scalp, the index of which can be used for gross estimation of ionizing radia- 
tion received. He demonstrated that cytotoxic antimetabolites injure the germi- 
native epithelium of hair and so constrictions develop in the growing hair shafts. 
He emphasized the paradoxical contrast between the tremendous growth potential 
of the cells of the hair matrix and the rarity of malignancies occurring in this 
tissue. Montagna, by using the histochemical demonstration of alkaline phos- 
phatase, was able to reconstruct the capillary bed about the follicle and showed 
the amazing topographic changes in these capillaries that occur during the hair 
cycle. Independently, Klingmueller, University of Bonn, reported on similar 
studies in Stockholm. O. Braun-Falco, University of Mainz, gave a compre- 
hensive report on all histochemical reactions of the hair follicle, most of it 
based on his own studies and beautiful preparations. E. H. Mercer, Chester 
Beatty Research Institute, London, presented morphological details of the hair 
follicle as seen in the electron microscope. He and M. L. Ryder, Wool Industries 
Research Association, Leeds, discussing the biogenesis of fiber formation, found 
great accumulation of exogenously administered radioactive cystine in the keratog- 
enous zone. G, Matoltsy, Rockefeller Institute of Medicinal Research, gave a lucid 
account of his studies on different chemical fractions of keratin, including the 
soluble moieties. 

T. Fitzpatrick, University of Oregon, presented a brilliant review of melano- 
genesis in hair. Among other things, he mentioned that granules of redhair pig- 
ment are smaller, rounder, and more granulated internally than pigment granules 


of dark hair. In his experience chloroquine depigmentation occurs only in red- 
heads and strawberry blonds. He also presented evidence suggesting that red- 


hair pigment arises from tryptophan by a specific metabolic pathway. M. S. C. 


Submitted for publication Sept. 18, 1957. 
* Special report. 
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Birbeck, Chester Beatty Research Institute, London, followed in most minute 
detail the formation of melanin by electron microscopy. He found that melanin 
pigment develops around Golgi vesicles rather than about mitochondria. This 
observation suggests that melanin granules are analogous to secretory granules. 
This study was made in collaboration with N. A. Barnicot, University of London. 

H. B. Chase, Brown University, considered the different theoretical possibil- 
ities by which the quantity of hair might be increased. A. Durward, University 
of Leeds, demonstrated that plucking of single hairs does not induce a new 
anagen and that plucking of neighboring hairs in a minimum threshold area is 
necessary for such induction. W. S. Bullough, University of London, in 
cooperation with E. B. Lawrence, worked with explanted bits of skin after 
colchicinization and followed mitotic activity of the germinative epithelium of 
hair under different conditions. They found that oxygen and glucose must be 
present for the storing of energy required for mitosis. However, once mitosis 
had begun it would go to completion even in the absence of glucose. This was a 
masterful piece of skillful experimentation. 

J. B. Hamilton, State University of New York, studying age and sex factors 
in hair growth, especially in the beard and axillae, noted marked racial differences, 
particularly a tendency of Mongolian males to more closely approach the pattern 
of female hair growth. This interesting finding was reminiscent of the findings 
of Chester Frazier concerning the course of syphilis in the Chinese male. M. P. 
Mohn, State University of New York, presented a detailed study of hormonal 
influence on hair growth in the rat. One of his many interesting findings on 
complex hormonal interrelations was a coarsening of hair induced by testosterone 
in the intact rat but not in the hypophysectomized animal. 

R. E. Billingham, University of London, in cooperation with Paul Russel, 
produced large wounds in the skin of rabbits and permitted these wounds to 
heal spontaneously by contracture. In a small percentage of cases this contracture 
was incomplete, but healing was completed by a thin sheet of epithelium growing 
over the defect. Apparently, new formation of hair follicles occurred in these 
newly formed sheets. Definite evidence that de novo hair formation can occur in 
the adult mammal was supplied from the study of hair growth on the periodically 
shed antlers of the reindeer. In contrast, in man, G. Szabo, University of London, 
was unable to show de novo hair formation. In biometric studies he counted 
follicles in the embryo and at different ages in specified regions and found their 
number conspicuously constant. 

Each presentation was followed by lively and pertinent discussions. In the 
general discussion I. I. Lubowe, New York Medical College, reported on results 
of cortisone therapy in alopecia areata, and A. L. Lorincz gave a short summary 
of his work on the sebotropic action of a newly isolated pituitary fraction. 

Beyond the formal sessions there was a lively exchange of ideas among the 
participants at lunch and dinner tables. It was gratifying to see how well laboratory 
scientists and dermatologists understood each other in their common stamping 
grounds. There was a gay reception party arranged by our gracious host, Dr. 
R. H. Marriott, Research Director of County Laboratories, and a magnificent 
banquet in which Sir Francis Frazier and Dr. G. H. Bourne, representing the 
British Society for Research on Ageing, entertained us with superb hospitality. 
Dr. Montagna is to be congratulated on the huge success of this conference. 

STEPHEN RoTtHMAN, M. D. and ALiLan L. Lorinez, M.D. 
The University of Chicago 
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Clinical Notes, New Instruments 


and Techniques 


The Use of Pumice to Eradicate Milial Cysts 


HERBERT J. BERNHARDT, M.D., Garden City, N. Y. 


The routine treatment for milia that sometimes 
occur after dermabrasion consists of incising the 
cysts: and expressing the contents with a comedo 
extractor. This procedure proved impractical in a 
patient who approximately eight weeks after 
planing developed literally hundreds of such milial 
cysts, averaging from 0.5 to 1 mm. in diameter. 
A trial area, therefore, was gently abraded with 
a solid pumice stone. This in a few moments 


Submitted for publication June 25, 1957. 


eradicated the milial cysts from an area the size 
of a silver dollar. 


It was then suggested to the patient that she 
scrub her face with a face cloth upon which had 
been springled some powdered pumice. The patient 
performed this gingerly and on alternate days. 
Within two weeks all the milial cysts had dis- 
appeared completely, with a beautiful cosmetic 
result. 


821 Franklin Ave. 


Unusual Toxic Manifestations to Amodiaquin 


(Camoquin) 
D. C. BLEIL, M.D., Milwaukee 


A 42-year-old white woman, with chronic, dis- 
coid lupus erythematosus of 12 years’ duration, was 
found to be intolerant (acute gastroenteritis) of 
all previously tried antimalarials. Because of re- 
cent reports* on the use of amodiaquin (Camo- 
quin) it was felt judicious to institute such 
therapy in this patient. 

The patient presented multiple, well-defined, 
atrophic, depigmented scars of the face, coupled 
with active erythematous, defined scaling plaques. 
Blood studies on many occasions were essentially 
negative. 

Amodiaquin therapy was instituted. Within 10 
days of the institution of such therapy total reso- 
lution of all cutaneous lesions had occurred and 
dosage was reduced to maintenance levels. Ap- 
proximately 18 days after the onset of amodiaquin 
therapy the patient developed a gradually progres- 
sive icterus type of pigmentation noted in all skin 
areas and the sclera. Associated with this was 


Received for publication Aug. 16, 1957. 
Consultant Dermatologist, Veterans’ Adminis- 
tration Regional Office. 
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marked lethargy, anorexia, amenorrhea, and par- 
tial blindness. Studies at this time revealed a nor- 
mal icterus index, a mild dysfunction of the liver 
associated with early liver function test changes, 
a negative urinary urobilinogen, a negative serology, 
a negative Friedman test, repeated on two occa- 
sions, a normal electrocardiogram, and essentially 
normal neurological findings. Examination of the 
eyes by an ophthalmologic consultant revealed “a 
peculiar ground glass haze to both corneas with 
the left eye showing a greater degree of involve- 
ment.” 


Slit-lamp examination revealed the cornea layers | 


to be uniformly opaque with multiple horizontal 
bands of increased opacity. This streaking in- 
volved both the subepithelial layer and Bowman's 
zone, No evidence of secondary inflammation was 
seen. No other changes were noted. 

Amodiaquin therapy was immediately discon- 
tinued, and there was gradual resolution of the 
yellow pigmentation. Normal menses -returned; 
lethargy and anorexia regressed, and in a period 
of approximately nine weeks normal vision re- 
turned to the patient, no specific eye therapy being 
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EAR-PIERCING EARRING 


instituted. Interestingly, all lupus lesions relapsed, 
returning to the original state of activity. 

With the patient’s cooperation amodiaquin 
therapy was reinstituted, and within 10 days all 
of the above-described toxic manifestations were 
reproduced, including blindness and amenorrhea. 
Extensive review of the literature? fails to reveal 
similar reported toxic manifestations of amodia- 
quin. 


Summary 


Amenorrhea, partial blindness, and yellow pig- 
mentation developed in a patient with discoid lupus 
erythematosus after the use of amodiaquin (Camo- 
quin) as a therapeutic agent. During the time of 
toxicity all lupus erythematosis lesions disappeared, 


An Ear-Piercing Earring 
Bloodless Technique 


ADOLPH M. BROWN, M.D., Beverly Hills, Calif. 


In a previous paper* a technique for ear-piercing 
was described which utilized a specially made ear- 
ring. It was so designed that the earring itself 
was the instrument for piercing the ears. In this 
paper, I shall describe this method and also a 
clamp which makes the procedure practically pain- 
less and bloodless. 

The earrings are made as illustrated in Figure 1. 
Each earring has a straight shaft, slightly larger 
in diameter than that on an ordinary earring. 
About two-thirds of the shaft is smooth; the ter- 
minal one-third is threaded to réceive a guard. 
The end of the shaft is ground and sharpened to 
a triangular cutting point, as illustrated. The head 
is concave to facilitate the thrust of the thumb for 
insertion, and the disk edge of the head is orna- 
mentally engraved or milled for easier grasping. 
Any competent jeweler can make them of gold or 
silver.* 

An adjunct is a specially designed clamp (Fig. 
2.). The flat-bladed clamp has one spatulate blade 
bearing a central perforation and the other blade 
is slotted, as shown. The clamp can be kept in 
fixed position with a nut and bolt attachment.* 


Submitted for publication July 12, 1957. 


* The earrings and clamps were made with the 
help of Mr. Hy Nadelburg, of the Surgical Arts 
Manufacturing Co., Beverly Hills, Calif. 
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but they recurred after withdrawal of the drug. 
It was possible, owing to the patient’s cooperation, 
to reproduce all toxic manifestations associated 
with the first trial of amodiaquin therapy. 


342 N. Water St. (2). 
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Fig. 
earring. 


1.—Construction details of ear-piercing 


Technique 


The earrings are disassembled and, with the 
clamp, are soaked in alcohol. The patient’s ear 
lobes are cleansed with alcohol. A dot is placed 
with an indelible pencil at the point at which the 
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lobe is to be punctured. (One would think the dot 
should be placed exactly in the middle of the 
ear lobe. It is more prudent and artistically more 
desirable to place the dot just slightly above the 
center of the ear lobe. The weight of ordinary 
‘earrings pulls the ear lobe down somewhat. Thus, 
the earrings will be centrally placed on the lobe 
while worn.) The ear lobe is now placed between 
the blades of the clamp, with the slotted blade 
anterior. The dot can be seen through the slot. 
The ear lobe is now squeezed tightly between the 
blades of the clamp, which are kept compressed 
with the nut and bolt attachment. After one or 
two minutes of this pressure the ear lobe is com- 
pletely anesthetized by exsanguination. 


Fig. 2—Clamp which produces anesthesia by 
exsanguination. 











Fig. 3.—Steps in the procedure. A, marking the puncture site; B, pressure of the clamp 
exsangusnates. and anesthetizes the lobe; C, making the puncture (note point emerging blood- 
lessly) ; D, earring in place; the guard is screwed over the sharp point. 
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about 3 mm. above the adjacent skin. 


MIMA POLYMORPHA SKIN DISEASE 


The shaft of the earring is pushed through the 
lobe at the marked site. The sharp shaft pene- 
trates easily through the pale ear lobe, and no 
blood appears (see illustrations). The clamp is 
now detached, leaving the earring in place. The 
final step is to screw the guard over the threaded 
end, to keep the ornament secure and to protect 
the patient from the point. The operation is then 
repeated on the other side. The patient is in- 
structed to apply a little alcohol to the front and 
back of each ear lobe daily and to wear the ear- 
rings continuously for several weeks. She may 
then replace them with her own. 


Skin Disease Due to Mima 


Report of Two Cases 


Summary 

An improved technique for piercing ears is 
presented, utilizing (a) ear-piercing earrings and 
(b) a hemostatic anesthesia clamp. 

The technique is safe, painless, and bloodless. 

Only one visit is necessary, and the patient leaves 
the office wearing earrings. 

152 S. Lasky Dr. 
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Polymorpha 


HELEN L. T. DEXTER, M.D.; JOHANNA GLACY, M.S.; JAMES LEONARD, M.D., Clearwater, Fla.; 
MORRIS W. DEXTER, M.D., and ALFRED LAWTON, M.D., Bay Pines, Fla. 


Recognition of the bacterium Mima polymorpha 
as a distinct organism is relatively recent.* It is 
a member of the family Parvobacteriaceae. The 
form varies from pleomorphic motile or nonmotile 
nonsporulating encapsulated Gram-negative rods 
0.5-0.71.0-3.04 and filaments which predominate 
in liquid media to diplococci which may be iden- 
tical morphologically with Neisseria gonorrhoeae. 
The latter are more abundant on solid (chocolate 
agar) media. The bacteria may show modified 
bipolar staining and sometimes retain Gram- 
positiveness. The organism, originally isolated in 
cases of vaginitis and conjunctivitis, has been 
reported as the etiological agent in cases of septi- 
cemia,® subacute bacterial endocarditis,® menin- 
gitis’* and Waterhouse-Friderichsen syndrome.® 

Two cases of skin disease have occurred within 
the past few months in which Mima polymorpha 
was the only organism isolated. Since the lesions 
have a rather distinct and apparently characteristic 
appearance, it is worth while to call attenion to 
them. Both of the patients were in good general 
health. 

Case 1.—A 4-year-old white girl developed an 
erythematous lesion on the right frontal area near 
the hairline (Figure ). It was about 3 cm. in diam- 
eter with sharply demarcated edges and no sur- 
rounding inflammation. The lesion was elevated 
On this 
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erythematous base were numerous pustules 1 to 
3 mm. in diameter. The lesion was asymptomatic 
except for very mild pruritis. It was of about two 
weeks duration and, although it did not enlarge, 
it had shown no evidence of healing in the period 
before her visit to the office. Bacterial and fungus 
cultures were taken. While awaiting these reports, 
we gave erythromycin without response. Fungus 
cultures subsequently proved to be negative, and 
no bacteria were isolated except Mima polymorpha. 
Antibiotic and drug sensitivity tests showed sus- 
ceptibility to chloramphenicol, dihydrostreptomycin, 
neomycin, and nitrofurazone (Furacin). The 
organism was resistant to all other antibiotics. 
Neomycin and nitrofurazone topically were pre- 
scribed and the lesion cleared about two weeks 
thereafter. First the pustules regressed, then the 
induration, and last the erythema. One month 
later no residual scarring was present. 

CasE 2.—A 36-year-old white man appeared 
with an infection on the upper left pretibial area. 
Ammoniated mercury ointment and penicillin had 
been tried without benefit for three weeks preced- 
ing his first visit. The lesion was about 4 cm. in 
diameter and about 2 mm. higher than the sur- 
rounding skin. It, too, was erythematous with 
sharply demarcated borders and 1 to 3 mm. pus- 
tules on the surface. Lymphadenopathy was absent. 
Because this case was similar to Case 1, Mima 
polymorpha was suspected to be a possible etio- 
logical agent. After cultures were taken, chlor- 
amphenicol orally and neomycin topically were 
prescribed and therapeutic response was rapid. By 
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Case 1. 


the end of two weeks no evidence of the infection 
persisted. Cultures proved negative for fungi and 
other bacteria and positive for Mima polymorpha. 


Comment 


Mima polymorpha is a recently recognized bac- 
terial entity with marked resistance and sensitivity 
to different antibiotics and chemotherapeutic 
agents. The response varies from culture to cul- 
ture as might be expected from the pleomorphism 
of the organism. Therefore, the sensitivity should 
be determined for each individual case. 


Since the bacterium produces a characteristic 
skin lesion, it is important that the condition 
should be recognized. The infection will clear 
rapidly with appropriate medication and otherwise 
seems to have a tendency to chronicity. 
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Summary 


Attention is called to a probably characteristic 
skin infection produced by Mima polymorpha. The 
lesion consists of 1 to 4 mm. pustules on a slightly 
elevated erythematous base with sharply demar- 
cated borders. The infecting organism shows 
marked resistance to some antibiotics and sensi- 
tivity to others. This varies from case to case. 
It is important that the condition be recognized 
so that appropriate therapy can be instituted. 
Otherwise the infection seems to remain static 
with neither improvement nor rapid spread. 


610 E. Druid Rd. 
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Plastic Planing in Chloracne 


W. R. HUBLER, M.D., Corpus Christi, Texas 


Chloracne has been a troublesome condition to 
treat in our experience. In spite of x-ray therapy, 
antibiotics, and the usual local treatment for acne, 
it persists for a year or more. The secondary 
infection can be controlled by antibiotics, but the 
small comedo papules remain. These are resistant 
to removal by puncturing with a sharp scalpel and 
the use of a comedo extractor. The eyelids are 
usually involved with these indolent lesions. 


Submitted for publication June 19, 1957. 


Hubler 


UMI 


We have seen eight patients in the past year 
with chloracne due to Unichrorhe wax used in 
chrome electroplating. Three patients with this 
condition were planed once after they failed to re- 
spond to six months of other local therapy. The 
planing removed the top portion of the hundreds 
of small papules after which they cleared 
promptly. The other five patients have served 
as controls. After six months additional conserva- 
tive treatment, the eruption is still present. 

1510 S. Brownlee. 
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Urticaria Pigmentosa 


Solitary Lesions Occurring in a Mother and Her Daughter 


CAPT. PAUL H. JACOBS (MC), U. S. A. F. 


Solitary lesions of urticaria pigmentosa have 
been recognized with increasing frequency in 
recent years. This is evident in the studies of 
Chargin and Sachs,’ who reported 10 cases of 
solitary lesions of urticaria pigmentosa in March, 
1954. Their report included three cases previously 
described and seven additional ones. Three more 
cases were presented six months later by Drennan 
and Beare.? This is a report of solitary lesions of 
urticaria pigmentosa occurring in a mother and 
her daughter, thereby raising the question of 
hereditary transmission. 


Report of a Case 


This patient, a one-year-old white girl, the second 
born of fraternal twins, had a reddish-brown, non- 
pruritic macule on the skin of the left side of her 
back. Her mother stated that the lesion was a 
strawberry-red color at birth and that it had turned 
a brownish color shortly after birth and had re- 
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mained this color until one week prior to the 
patient’s visit to our clinic, at which time it became 
quite red. Birth history revealed that the placenta 
was delivered intact. It had fused and appeared to 
be one, but four layers of membranes separated the 
two sacs. On examination a 36 cm. oval brownish 
macule was noted on the left side of her back 
superior to the left iliac crest (Fig. 1). On palpa- 
tion of the lesion induration was felt and erythema 
was noted. Gentle rubbing of the lesion produced 
definite redness and urtication A 4 mm. punch 
biopsy specimen was taken for histologic examina- 
tion. 

The mother, on a later visit, mentioned that she 
also had a lesion on her back which had been 
present since birth and had appeared slightly red- 
dened at.times. The mother’s lesion consisted of a 
2X4 cm. nonpruritic light-brown macule located 
on the left side of her back, 10 cm. lateral to L-2 
(Fig. 2). The lesion urticated on rubbing. The 
mother is a 34-year-old white quadrigravida quad- 
ripara who had had one abortion. With each 
pregnancy she had had a normochromic, normo- 
cytic anemia, which responded to iron therapy. 
Her red blood cell counts were as low as 2,700,000 


Fig. 1.—Macular lesion 
on the back of the 
daughter after urtication. 
Note similarity of the 
lesion to a nevus. Dark- 
ened circular patch in this 
and Figure 2 is scar 
tissue produced by re- 
moval of biopsy tissue. 
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URTICARIA PIGMENTOSA 


_ Fig. 2—WMacular lesion 
on the back of the mother 
after urtication. 


cells per cubic millimeter and the hemoglobin down 
as low as 9.4 gm. per 100 cc. with a hematocrit 
reading of 32. A 4 mm. punch biopsy specimen 
was taken from the mother’s lesion for histologic 
examination. A skeletal x-ray survey of the mother 
was negative for bone lesions. 

The family history and past history were es- 
sentially noncontributory. The three other living 
siblings and the father of the infant had no skin 
lesions. 

Pathologic examination of tissue taken from the 
mother and daughter were stained with methylene 
blue. In both of these specimens there appeared 


Jacobs 


Fig. 3.—Macular lesion 
from back of daughter. 
Spindle and stellate cells 
with granules are found 
around the blood vessels 
in the upper dermis. 
Methylene blue stain; re- 
duced about 10% from 
mag. X 240. 


to be a perivascular infiltrate consisting of spindle- 
shaped cells, the cytoplasm being filled with meta- 
chromatic granules. These spindle-shaped cells were 
more numerous and the metachromatic granules 
denser in the specimen taken from the child. The 
pathology was diagnostic of urticaria pigmentosa 
in both patients. 


Comment 


It is believed that this is the first case report of 
solitary urticaria pigmentosa occurring in a mother 
and her daughter. Although the macules are both 
located on the left side of the back, they are not in 
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Fig. 4—Higher power 
of Figure 3, demonstrat- 
ing the granules in the 
mast cells. Reduced about 
10% from mag. X 620. 


identical anatomic locations. The mother’s lesion 
is slightly higher and more centrally located. As in 
Novy’s* case, both of these lesions could readily 
have been mistaken for nevi. It was only after 
stroking the macules that the diagnosis of urticaria 
pigmentosa became evident. Auster and Bonafina * 
reported urticaria pigmentosa in uniovular twins. 
It is obvious from the description of the placenta 
and fetal membranes that this patient and her twin 
sister are fraternal. Sagher® has found no cases 
to date of solitary skin lesions of urticaria pig- 
mentosa in which bone lesions were present. The 
skeletal x-ray survey performed on the mother 
adds further confirmation to his findings. Skeletal 
survey was not performed on the child at this time 
because of her age. While it is interesting to 
speculate about the possibility of a hereditary trans- 
mission of this disease, a review of the reported 
cases in the literature makes it impossible to estab- 
lish whether urticaria pigmentosa is a disease of 
heredity or one of chance occurrence. 


Summary 


A case of urticaria pigmentosa in a mother and 
her daughter is presented. The diagnoses were 
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both confirmed by biopsy. The daughter is a fra- 
ternal twin. Except for a normochromic, normo- 
cytic anemia in the mother during pregnancy, no 
other abnormalities were noted. 


Walter Reed Army Hospital (12). 
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Lichen Planus of the Buccal Mucosa 


Treatment with Vitamin A Buccal Tablets; Report of Three Cases 


J. HARVEY JOHNSTON, M.D., and SAMUEL J. ZAKON, M.D., Chicago 


Past experience in the treatment of lichen planus 
involving the buccal mucosa has been very disap- 
pointing. In a recently published textbook of 
dermatology’ the lack of an effective remedy for 
mucosal lichen planus is stressed as follows: “The 
management of inflamed lesions of lichen planus 
on the buccal mucosa is a particularly vexing and 
difficult problem. No topical therapy is of any 
regular value, and mouth lesions of lichen planus, 
especially those which become thickened and eroded, 
are possibly the most resistant manifestations of 
this disease.” 

Urbach? recently reported excellent improve- 
ment of severe oral lichen planus after the use of 
vitamin A buccal tablets using rather large doses 
(150,000 units three times a day). We wish to 
report our observations in three cases of lichen 
planus with oral lesions using a much smaller 
dosage with equally excellent results. Two of these 
cases were in men who had acute and subacute 
cutaneous lichen planus accompanied by extensive 
and severe buccal lesions. In one patient the oral 
lesions developed simultaneously with the onset of 
the cutaneous lesions, some of which were of the 
hypertrophic type. The other man developed buccal 
lesions two months after the onset of the cutaneous 
eruption. In both patients treatment was begun 
with 75,000 unit buccal vitamin A tablets twice a 
day, and at the end of two weeks the dose was 
reduced to one 75,000 unit tablet a day. The results 
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of this therapy were remarkably satisfying. The 
patient in whom both buccal and cutaneous lesions 
appeared simultaneously showed complete involu- 
tion of the oral lesions at the end of four weeks 
of vitamin A therapy. In the other patient there 
was about 90% improvement in the buccal lesions 
at the end of four weeks. The third case observed 
was in a woman who had a patch of lichen planus 
on the left side of the tongue. This lesion had 
decreased approximately 75% at the end of two 
months of therapy with vitamin A buccal tablets, 
75,000 units twice a day. No symptoms of intoler- 
ance or toxicity were noted in any of these cases. 


Conclusion 


Vitamin A buccal tablets in doses of 75,000 
units to 150,000 units daily seemed to be an effective 
treatment of oral lichen planus. Thus, these find- 
ings confirm Urbach’s observations with the excep- 
tion that the dosage we used was much smaller. 
It seems, therefore, that massive vitamin A dosage 
is not needed to obtain satisfactory results in 
buccal lichen planus. 


1 N. Pulaski Rd. 
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A Mixed Tumor Occurring as a Syringocystadenoma 


Papilliferum with a Nevus Sebaceus 


Report of a Case 


JACOB S. LUDWIG, M.D., York, Pa., and MORRIS M. COHEN, M.D., Baltimore 


When an uncommon histologic specimen is en- 
countered, it stimulates interest, but when two 
rather uncommon conditions appear as a single 
clinical finding, they call for an even greater degree 
of study and speculation. It is for these reasons 
and for the purpose of adding another case to the 
records ** that a case of syringocystadenoma papil- 
liferum associated with a nevus sebaceus is sub- 
mitted for publication. Furthermore, the finding 
of these two histologically different lesions as a 
single mixed tumor gives support to the belief that 
they have a common embryologic origin, the 
primary epithelial germ.* Much evidence is already 
documented showing that the nevus syringocyst- 
adenoma papilliferum is a tumor of the apocrine 
ducts, having developed as a hamartoma through 
dysembryogenesis. The nevus sebaceus also has 
as its anlage an epidermal appendage, namely, the 
sebaceous gland. Since the anlage for the sebaceous 
and apocrine glands, as well as for hair, is the 
primary epithelial germ, the epidermal appendage 
tumors are primary epithelial germ tumors 
(Lever*). Its aberrant location on the scalp is 
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therefore not unusual, since it could be found in 
any location in which hair is present. On the other 
hand, Pinkus* states that the adenomatous elements 
are secondary to hamartomatous disturbance of the 
entire cutaneous elements, which he believes become 
stimulated to proliferation by trauma or unknown 
causes. Then the presence of malformed pilo- 
sebaceous elements becomes obligatory, “furnishing 
the . hamartomatous foundation in which the 
adenoma develops,” so that hypertrophy of the 
sebaceous glands assumes secondary importance. 
Thus eccrine glands also are said to participate in 
some instances or form analogous tumors with 
slightly different characteristics. 

Regardless of what concept might be supported, 
the fact is that the combination of nevus sebaceus 
with syringocystadenoma papilliferum is au ex- 
ceptional microscopic finding. 


Report of Case 


A woman, aged 19, was seen April, 1957, request- 
ing removal of a “birthmark.” She stated that 
the growth had been present for about five years 
and that about four years ago it was removed for 


Fig. 1.—Healed lesion 
(left temple) treated by 
thorough curettement, 
followed by desiccation. 
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MIXED TUMOR WITH NEVUS SEBACEUS 


Fig. 2.—Nevus syringo- 
cystadenoma papilliferum. 
Note the characteristic 
villi lined by two layers 
of cells. Reduced to 88% 
of magnification x 150. 





examination by her family physician and was re- 
ported as a benign lesion. The lesion recurred after 
several weeks to its present original state and has 
persisted with essentially no change since that 
time, 

On examination there was noted a small pea- 
size bright red, moist lesion on the hairy portion 
of the left temple near the hairline. It looked like 
a small globoid mass of granulation tissue on a 
sessile base. There was considerable crusting 
surrounding the lesion, and hair was matted down 
by this material. Adjoining and encircling on 
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Fig. 3.—Nevus_ seba- 
ceus. Note the large 
number of immature 
sebaceous glands with 
vacuolation. Reduced to 
chy of magnification < 


“normal skin” there were slightly elevated skin-to- 
fawn-colored lesions, appearing as a verrucous 
plaque. The two clinically dissimilar lesions were 
removed for biopsy and the entire plaque removed 
by curettement, followed by desiccation. Healing 
was uneventful, leaving a smooth, slightly hemor- 
rhagic red surface (Fig. 1). 
Histopathology—Two specimens were examined. 
In the first (Fig. 2) the overlying epidermis in 
most of the section was missing and the area was 
occupied by some hemorrhage and crusting. The 
portion remaining showed hyperkeratosis with 
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acanthosis. Occupying the entire cutis numerous 
villi were seen, lined by two layers of cells. The 
inner row was of high cylindrical cells, showing 
in areas active secretion; the outer row, of small 
cuboidal cells, was stained darker. Within these 
villous structures could be seen an infiltrate con- 
sisting of masses of plasma cells with some disper- 
sion of red blood cells. One also noted, beneath 
the epidermis, invaginations resembling apocrine 
ducts. 

The second specimen revealed a mild hyper- 
keratosis with spotty acanthosis of the epidermis 
in some of the areas. Occupying the entire cutis, 
as far as one could see, were large numbers of 
immature sebaceous glands. Some of these seba- 
ceous structures showed many vacuoles, of varying 
sizes. In one area a large cystic structure was 
noted, lined, in some areas, by a layer of cells two 
and three deep. There appeared to be some keratin 
material within the interior of this cyst. No in- 
filtrate was noted in this section. The combined 
histological diagnosis of the two pieces of tissue 
is a syringocystadenoma papilliferum with a 
sebaceous nevus. 


Summary 


Syringocystadenoma papilliferum is uncommon. 
Its association with a nevus sebaceus makes the 
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tumor not only interesting but a rather rare finding. 
Attention is called to the significance of these two 
lesions occurring as a mixed tumor. Syringocyst- 
adenoma papilliferum arises from the anlage of 
the apocrine ducts, and the nevus sebaceus, from 
the primordium of the sebaceous gland. Both 
tumors have a common origin, namely, the primary 
epithelial germ. 

990 S. Queen St. (Dr. Ludwig). 

1115 St. Paul St. (Dr. Cohen). 
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Comedo Formation as a Late Complication of 


Herpes Zoster 


LAWRENCE M. NELSON, M.D., Santa Barbara, Calif. 


The formation of comedones in the involved skin 
area as a complication of herpes zoster has not 
been reported. It is to call attention to such a 
complication that the following cases are recorded. 

CasE 1.—A 56-year-old white woman developed 
herpes zoster of the left lower abdomen and back 
in November, 1956. Following treatment with 
corticotropin (ACTH), the eruption rapidly disap- 
peared. She was again seen in May, 1957, because 
of postzoster neuritis and because of a roughness 
of the skin over the back. Examination showed 
sparse comedones over the left lower back, in the 
area in which the eruption of the zoster had oc- 
curred. 

Case 2.—A 70-year-old white woman had herpes 
zoster over the distribution of the left supraorbital 
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Left forehead in Case 2, showing sparse come- 
dones. 


nerve in April, 1950, for which she received 550 r 
in divided doses (222 kv., half-value layer 1.5 mm. 
copper) from a roentgenologist. She was seen by 
me in February, 1951, with postzoster neuritis. 
She had developed, within the few preceding days, 
comedones in the area of the forehead and nose 
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PERPHENAZINE IN DERMATOLOGY 


previously involved by the zoster (Figure). These 
comedones disappeared spontaneously within two 
months. 
Comment 
The cause of the comedones is not known. It 
should be noted that they are a late complication 


(6 months after the acute episode in Case 1 and 10 
months in Case 2) and that both patients had post- 
zoster neuritis. There was no history of local 
applications which could have caused the come- 
dones. 

30 W. Arrellaga St. 


A Dermatologic and Psychiatric Study of 


Perphenazine (Trilafon) in Dermatology 


JAY SHANON, M.D., Cincinnati 


The purpose of this study was to evaluate the 
effect of a new tranquilizing agent, perphenazine 
(Trilafon) in dermatologic patients. No effort was 
made to determine the critical influence of per- 
phenazine on the dermatitis, but only the effect on 
pruritus and the subjective state of the individual. 
It was also the purpose to determine whether or 
not the pharmacologic agent has any undesirable 
side-effects. This study of a new tranquilizer was 
done with the active cooperation of the Depart- 
ment of Psychiatry, and cases were used from both 
dermatology and psychiatry. 


Material and Methods 


Perphenazine (1-[2-hydroxyethyl]-4-[3-(2-chlo- 
ro-10-phenthiazyl)-propyl]-piperazine) is a pheno- 
thiazine derivative with behavioral effects in 
animals and men generally similar to chlorproma- 
zine. It is, however, five to seven times as potent 
as the latter in its effects on behavior without 
increase in toxicity. 

Three hundred eight patients, 205 women and 
103 men, with several skin diseases were treated 
with perphenazine for a period of five to seven 
weeks. The ages of the patients were from less 
than one year to 85 years. A variety of dermato- 
logic disorders were included primarily to study 
the side-effects in various local and _ systemic 
disorders. The majority of the cases were of 
atopic dermatitis, neurodermatitis urticaria, in- 
fantile eczema, eczematous hand _ dermatitis, 


Submitted for publication June 24, 1957. 


Fellow in Psychosomatic Dermatology of the 
Department of Dermatology and the Psychosomatic 
Service of the Department of Psychiatry of the 
College of Medicine of the University of Cincinnati. 
Perphenazine furnished by Dr. Harry V. Pifer, 
Division of Clinical Research, Schering Corpora- 
tion. 


Shanon 


seborrheic dermatitis, psoriasis, postherpetic neu- 
ralgia, and pruritus vulvae et ani. 

Patch tests with perphenazine were done on 18 
patients before and after several weeks of treat- 
ment. They were negative after 48 to 72 hours, 
and no epidermal sensitization could be observed. 
The dosages were 1, 3, 4, and 8 mg. one, two, three, 
and four times daily. There was no effect on itch- 
ing and there were no side effects when patients 
were given 1-3 mg. once or twice daily. In 144 
patients with itching who were given 4-8 mg. two, 
three, and four times daily, pruritus disappeared 
completely in 49 patients and improved in 41. There 
was no response in 43, and 11 patients did not 
retu. n. 

It is important to stress that 41 of 53 psoriatic 
patients when given perphenazine and the usual 
local treatment program with petrolatum showed 
striking psychological and initial skin improvement. 
Good results were noticed also in atopic 
dermatitis and neurodermatitis, whereas in pruritus 
ani et vulvae, postherpetic neuralgia, and hand 
dermatitis there was no definite constant effect on 
itching. 

In order to evaluate the pharmacologic effect 
of perphenazine, a group of 13 psychosomatic 
dermatologic inpatients who complained of general 
or localized itching before the treatment with 
perphenazine and who responded to the treatment 
were given undistinguishable perphenazine placebo 
for a period of 15 days without being notified of a 
change of medication. Of these 13 patients, one 
stated that there was diminuation in the degree of 
tranquilization and five stated that the medication 
had lost its effect. Side-effects usually appeared 
within 24 hours after taking the medicine, the 
longest period between the start of treatment and 
the onset of side-effects being two weeks. 


Common side-effects were vertigo, blurred vision, 
drowsiness, nausea, dizziness, excessive sweating, 
shaking, and tension. The incidence of side-effects 
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was about 2%. In all the cases the symptoms 
disappeared promptly after treatment with the drug 
was discontinued or diminished. Quite unusual 
reactions with symptoms of stiffness of the neck 
and face and thickness of tongue occurred in four 
young patients when given 8 mg. of perphenazine 
four times a day. These symptoms resembled con- 
version reactions. They disappeared promptly when 
the drug was stopped and when barbiturates were 
given. This will be reported later. 

Among the 308 patients, 10 patients with pro- 
nounced psychosomatic skin diseases were admitted 
to the psychosomatic ward and studied in detail 
for a period of eight weeks when given perphena- 
zine. None of these 10 patients, unlike the other 
298 patients, developed agranulocytosis, jaundice, 
skin eruptions, or purpura. These have all been 
found with other tranquilizers. These 10 patients 
were checked every day, and no bradycardia or 
tachycardia could be observed. There were no 
changes in blood pressure and in EEG and EKG 
studies. The same patients were put into the sun 
and no photosensitive cutaneous reactions developed. 
There was no evidence in this study that perphena- 
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zine enhanced the toxicity of any medication taken 
by the patient. 


Conclusions 


Perphenazine, in common with all ataractics, is 
not curative. However, when used properly, tran- 
quilizers can improve the skin condition by 
diminishing the tension, anxiety, and itching and 
so help in the use of psychotherapy for the psycho- 
somatic dermatological patient. Careful individual- 
ization of dosage for adequate treatment is required. 
In dermatological patients this dosage has to be as 
small as possible and still effective. In general, 
the average dosage should not exceed 8 mg. daily 
in adults and 4 mg. in children and old people. 
Prevention and modification of the side effects 
and complications require frequent observation of 
the patient. 


Cincinnati General Hospital (29). 
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An Unusual Case of Blastomycosis Occurring During 


Pregnancy 


CLAYTON E. WHEELER, M.D., and EDWARD P. CAWLEY, M.D., Charlottesville, Va. 


Report of Case 


A 33-year-old white woman in her sixth month 
of pregnancy was seen by us for the first time 
in May, 1954. She reported that she had had a 
lesion on the left side of her face for five weeks, 
which had been treated with one intramuscular 
injection of penicillin and with topical applications 
of an ointment containing a combination of neo- 
mycin and bacitracin (Neobacin). At the time 
of our first examination, on May 18, 1954, there 
was a moist, red, granulomatous lesion, about 2 cm. 
in diameter, involving the skin in the vicinity of 
the left zygoma. Several small pustules were 
scattered about the periphery of this lesion. Mid- 
way between the cutaneous lesion and the left 
ear was a slightly tender regional lymph node, 


Submitted for publication Aug. 1, 1957. 

From the Department of Dermatology, Univer- 
sity of Virginia Department of Medicine. 

Several uncommon facets of blastomycosis were 
observed in a patient who developed a lesion of 
this disease on her face during pregnancy. 
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Fig. 1—Photograph of the lesion taken on June 
3, 1954. 


about 0.5 cm. in diameter. There were also two 
or three small, palpable but nontender lymph 
nodes in the left anterior cervical chain. The 
patient was advised to apply magnesium sulfate 
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wet compresses to the lesion and to continue with 
the topical application of the antibiotic ointment 
pending the outcome of cultural studies on ma- 
terial from the lesion. 

The patient was next seen on June 3, 1954, at 
which time the lesion appeared to be less active, 
although she stated that she had discontinued all 
treatment shortly after her first visit, in the belief 
that the lesion was made worse by the compresses 
and the ointment. No further treatment was em- 
ployed at any time, and the patient returned on 
June 18, when the lesion was somewhat verrucous 
in appearance and slightly crusted. On July 22 the 
active lesion was found to have been replaced by 
a pink scar, and the regional lymph node was 
approximately half its original size and no longer 
tender. The patient was seen on several subsequent 
occasions until Feb. 28, 1957, at which time the 
scar at the site of the original lesion was still 
present, although it had assumed the color of the 
surrounding skin. The regional lymph node was 
barely palpable, and the nodes in the left anterior 
cervical chain were no longer detectable. A normal, 
full-term male infant was born on Sept. 3, 1954, 
and the child had remained well up to the time 
the mother was last seen, on Feb. 28, 1957. 

Pertinent laboratory studies gave the following 
results: Cultures prepared from the cutaneous 
lesion on May 18, 1954, produced an alpha 
hemolytic Streptococcus on blood agar and thiogly- 
colate broth and a slowly growing, white fungous- 
like colony, compatible with that of Blastomyces 
dermatitidis, on Sabouraud’s agar. Portions of 
this latter colony were transplanted to blood agar 
for incubation at 35 C and to Sabouraud’s agar 


Wheeler—Crwley 


Fig. 2. — Photomicro- 
graph of culture grown 
on blood agar at 35 C. 


for incubation at room temperature. A yeast-like 
fungous colony consistent with that of B. derma- 
titidis developed on the blood agar incubated at 
35 C, and a white cottony fungous growth con- 
sistent with that of B. dermatitidis developed on 
the Sabouraud’s agar incubated at room tempera- 
ture. Culture mounts prepared from both these 
colonies showed the microscopic findings of B. 
dermatitidis. X-rays of the chest on five occasions 
between June 4, 1954, and Feb. 28, 1957, gave nor- 
mal results. The blastomycin skin test was nega- 
tive in July, 1954, and February, 1957, and the 
complement-fixation test for B. dermatitidis was 
negative in July, 1954. 


Comment 


The cutaneous lesion was initially suspected, on 
clinical grounds, of being a mycotic granuloma, 
but it was not until B. dermatitidis was cultured 
from the lesion that its true nature became ap-~ 
parent. In retrospect, several features of the dis- 
ease, including the chancriform appearance of the 
cutaneous lesion, the regional lymphadenopathy, 
and spontaneous healing, suggested a diagnosis of 
primary cutaneous inoculation blastomycosis.* 
There was no history, however, of injury at the 
site of the lesion or of known exposure to B. 
dermatitidis. Another facet of this case which 
merits consideration, and about which there is a 
dearth of available information, is the possibility 
that blastomycosis may behave in a different fash- 
ion during pregnancy than under other circum- 
stances.* It is well known that blastomycosis 
occurs less commonly in women than in men. The 
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correct explanation, as postulated in the past, may 
be that women are less often exposed to the 
fungus, but there may also be other factors in 
operation. It is conceivable that some agent or 
agents associated with pregnancy, possibly some 
of the female hormones, may have a_ beneficial 
effect on blastomycosis.* 


Summary 
During the fifth month of pregnancy a 33-year- 
old white woman developed blastomycosis which 
was unusual in three respects: (1) The skin lesion 
was chancriform; (2) there was regional lym- 
phadenopathy, and (3) the disease involuted with- 

out treatment. 
Dermatology, University of 


Department of 


Virginia. 
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Anesthesia and Antisepsis with Benzalkonium 
Chloride (Zephiran) Ice Cubes 


MURRAY C. ZIMMERMAN, M.D., Whittier, Calif. 


Chilling the skin with an ice cube of 1:1000 
aqueous benzalkonium chloride (Zephiran) gives 
quick, painless, superficial anesthesia plus antisepsis. 
No other steps are necessary prior to minor electro- 
surgery. Numbing a proposed injection site with an 
ordinary ice cube is an old pediatric procedure. 
Prior to electrosurgery, however, an alcohol sponge 
could not be used to wipe the skin without a flash 
fire from the spark. Breaking the skin contaminated 
with unsterile water from an ordinary ice cube 
might be objectionable. 

To overcome these objections, I make ice cubes 
by diluting 4 cc. of stock aqueous 12.8% commercial 
concentrate of benzalkonium chloride with 500 cc. 
of water. This makes one tray (14 ice cubes) of 
1:1000 benzalkonium chloride solution,* costing 
%¢ per cube. An added drop or two of any dye 
(gentian violet, Parker 51 ink, methylene blue, etc.) 
protects the staff from inadvertently drinking 
benzalkonium chloride ice cubes in office party 
highballs. It also provides a touch of “magic” for 
younger or older patients who ascribe anesthetic 
potency to the color. 


Submitted for publication Aug. 2, 1957. 

From the Department of Medicine (Derma- 
tology), University of Southern California School 
of Medicine, Los Angeles. 

* Individual plastic containers for single ice cubes 
are available at any hardware store. They save 
time in removing single cubes from an ice tray. 
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Anesthesia with the benzalkonium chloride ice 
cube is most useful preceding desiccation of ectatic 
superficial blood vessels, nevi aranei, sunburst 
linear varicosities on the thighs of women, vessels 
in the nose, etc. The skin over the vessel is just 
penetrated with the point of a fine, epilating-type 
electric needle. The skin has poor electrical con- 
ductivity because of its low water content. Blood 
has good electrical conductivity. Hence, a short 
burst of low-intensity, monopolar current does not 
damage the skin severely. It boils the blood in the 
lumen of the vessel, obliterating the lumen by 
coagulation necrosis and thrombosis. Chilling the 
skin not only produces satisfactory anesthesia but 
releases histamine, which dilates the vessel lumen, 
increasing its conductivity. Less current is then 
necessary to destroy the vessel. Chilling also pro- 
tects surrounding tissues from heat damage. It does 
not affect the lumen of the blood vessel, because 
of rapid convection by circulating blood. For these 
reasons chilling is a desirable technique to spare 
normal tissue, even if anesthesia is not considered. 

The destruction of superficial ectasias, as outlined 
above, is instantly effective, but painful. Attempts 
to overcome this pain with injected local anes- 
thetics are unsatisfactory for three reasons: 1. If 
there are but one or two punctate, ectatic spots in 
a given area, injection of the anesthetic is as painful 
as the sensation it spares the patient. 2. Edema 
produced by the anesthetic can raise extravascular 
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pressure enough to squeeze shut the vessels tempo- 
rarily, so the surgeon cannot see where they 
lie. 3. Injected local anesthetic solution adds to the 
concentration of extravascular electrolyte. This 
increases the relative electrical conductivity of 
tissue around the vessel, and so more current 
is necessary to coagulate the vessel lumen. This 
extra current is conducted as heat, with more 
destruction and more residual scarring. 


Chilling with ethyl chloride or dichlorodifluoro- 
methane (Freon 114) is precluded because the 
former is flammable and the latter leaves a frost 
on the skin which makes the underlying blood ves- 
sels invisible. 


Technique of Use 


The nurse removes a cube from the tray and 
wraps one end in a paper towel for comfortable 
holding. She tells the patient to freeze an area by 
pressing the ice firmly against the skin. After 15- 
30 seconds of contact the patient removes the ice 
cube. The doctor wipes the area dry with one stroke 
of gauze in the left hand, then instantly desiccates 
the area with the electric needle in his right hand. 
If short freezing times are used, no delay in desic- 
cation is possible. 


Zimmerman 


If more than one area is involved, the patient 
freezes the second site while the doctor desiccates 
the first. When an area has thawed enough that 
further desiccation hurts, a new area, freshly 
chilled with the ice cube, is attacked. 


Other Uses 


The benzalkonium chloride ice cube is also useful 
preceding a local anesthetic to be injected into 
multiple areas, as in the removal of multiple benign 
blemishes on either a child or a pain-sensitive adult. 
Here the cube can be left in place and injection 
made under its edge. Apprehensive children getting 
any intravenous injections or repeated painful in- 
tradermal or subcutaneous injections will be easier 
to handle and have a lower decibel rating on suc- 
ceeding visits if given the ice cube to hold on the 
area before, during, and after a “shot.” The pain- 
less onset of anesthesia without use of unfamiliar 
or frightening apparatus is particularly good for 
children. The ice cube also acts as a good psycho- 


- logical distraction for patients, young or old, giving 


the patient something to do, and to concentrate his 
attention on other than pain perception. The per- 
sistent numbing of ice controls even the continuing 
pain of such injections as toxoids. 


301 E. Hadley St. 
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Obituaries 


LODOVICO TOMMASI 


Lodovico Tommasi, Professor of Dermatology at the University of Rome, 
died Dec. 23, 1956. 

Among his many publications, outstanding are those on self-inflicted derma- 
toses, occupational dermatoses, the neuroendocrine system in dermatology, the 
connections between skin and internal diseases, herpes gestationis, and the 
exfoliative disorders. 

Tommasi was a member of several foreign societies, including the American 
Dermatological Association. He founded and directed the Annali italiani di 
Dermatologia e sifilografia. He was a gentleman, well liked by pupils and as- 
sociates. His death is a considerable loss to dermatology. 

F. RONCHESE, M.D. 
Providence, R. I. 
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Correspondence 


WHITFIELD'S OINTMENT 


To the Editor: Lilly’s Whitfield’s ointment is not official and still contains 6% salicylic 
acid and 12% benzoic acid in a petrolatum and wool fat base. 
C. Russet Anperson, M.D. 
416 N. Bedford Dr. 
Beverly Hills, Calif. 


RADIATION ERYTHEMA 


To the Editor: It was with the greatest interest that I heard earlier in the year, through 
my partner, Dr. M. T. Havyatt, of the experimental work being performed by Dr. Witten 
and colleagues on the erythema effects of alpha radiation. As his experiments indicated that 
an insufficient amount of the type of soft radiation he was using (a polonium plaque) would 
traverse the epidermis to reach or affect the cutaneous blood vessels, he formed the opinion 
that some form of diffusible substance must be liberated from the epidermis and cause the 
dilation of the cutaneous blood vessels when erythema was produced. Being particularly 
interested in the subject of radiation erythema, I wrote to Dr. Witten (who acknowledged 
my letter) and informed him of my own published works postulating the existence of a 
diffusible substance in 1948 and of my own use of the term “tissue injury factor” to account 
for the added or extra reaction caused by x-radiation which was observed experimentally and 
not accounted for my estimated back-scatter. This tissue-injury factor, first noticed by me 
in 1939, could be (and I believe is) accounted for by diffusible substance. My published 
works on the subject appeared in the ArcHIvEs oF DerMaAToLocy & SyPHILoLocy (45 :641-669, 
1942, Experiment 5) and the British Journal of Radiology (25:326-335, 1952, p. 330, para- 
graph 2). I also mentioned others who had noticed the “extra effect” of x-radiation not 
accounted for by estimated back-scatter, such as Jolles (Brit. J. Radiol. 14:110-112, 1941), 
Borak (1952, cited by me, Brit. J. Radiol. 25 :326-335, 1952, p. 331), Ellis et al. Proc. Roy. 
Soc. Med. 43:399-401, 1950), and Erskine (Practical X-Ray Treatment, Ed. 3, St. Paul, The 
Bruce Publishing Company, 1947, p. 71.) I also drew attention (Brit. J. Radiol. 25:328, 1952) 
again to the effects of changes in oxygen tension as a probable contributory or associated 
factor in the production of x-ray erythema and x-ray effects generally (ArcH. Dermat. & 
SypuH., 1942). Again it is with great interest that I read recently of others becoming interested 
in this aspect of radiation therapy (e. g., Hultborn and Forssberg: Acta radiol. 42 :475,1954; 
Churchill-Davidson et al.: Lancet 1:1091, 1955, Sanger et al.: Brit. J. Anasth. 27:436, 1955, 
and others) to the extent that internal cancer is now being treated in at least one center in 
Great Britain by means of x-radiation while oxygen is being inhaled and with apparent 
improved benefit over that obtained by x-radiation alone. 

One further finding in support of the probable production of diffusible substance is seen in 
the findings of Heisel and Fox (A.M.A. Arcu. Dermat. 72:474, 1955) that large tumor 
lesions of mycosis fungoides disappeared after the application of radioactive strontium (Str) 
and their conclusion that superficial changes caused by this very soft, superficial radiation must 
affect the deeper portion of the tumors. This could well tie in with the concept of diffusible 
substance. 

Then the excellent paper by Witten, Wood, and Loevinger, in the March, 1957, issue of the 
Journal of Investigative Dermatology adds further fuel to the fire of my belief in the produc- 
tion of a diffusible substance which in itself can play a part in changes in oxygen tension, 
and I believe this forms an integral part of x-ray effects. 

I would greatly appreciate it if you would publish this letter in your journal in the hope 
that others will recount their experiences and ideas on this extremely interesting subject, and 
that further investigations and reports will be made. 

‘ Joun C. BELIsarto 
143 Macquarie St. 
Sydney, Australia 
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PITYRIASIS ROSEA 


To the Editor: In a paper entitled “Pityriasis-Rosea-like Eruption Following Smallpox 
Vaccination,” (A. M. A. Arco. Dermat. 76:109-110 [July] 1957) F. G. Witherspoon and 
D. J. Thibodaux report two cases and note three others of pityriasis rosea following smallpox 
vaccination. In one of the cases the lesions of pityriasis rosea changed into those of vaccinia. 

The authors add, “Nowhere in the literature were we able to find reference to pityriasis 
rosea appearing immediately after smallpox vaccination.” In 1948 we published a paper 
entitled “Cutaneous Complications of Mass Vaccination in New York City, 1947” (J. Invest. 
Dermat. 11:167-188). We reported seven patients with pityriasis rosea following smallpox 
vaccination. An additional patient developed generalized vaccinia but also showed lesions 
resembling pityriasis rosea. We quoted G. Maire and F. Woringer (Eruption généralisée 
consécutive & une vaccination, Bull. Soc. frang. dermat. et syph. 36:481-482, 1929), who 
observed a soldier in whom one month after successful vaccination generalized vaccinia 
developed, followed 10 days after its onset by typical pityriasis rosea. 

HELEN OLLENDORFF CurTH, M.D. 
WILLrAM CurtTH, M.D. 

JouHn Garp, M.D. 

35 East 84th St. 

New York 28. 


FLESHY PIGMENTED MOLES 


To the Editor: Walton et al. (Electrodesiccation of Pigmented Nevi, A.M.A. ArcH. 
Dermat. 76:193, 1957) have demonstrated by histologic examination the safety of removal 
of fleshy pigmented moles by electrodesiccation. This is a method which I have used without 
histologic study for about 40 years. During this time I have removed thousands of fleshy, 
pigmented, sometimes hairy, moles from the faces of women solely for cosmetic reasons. 
I have never observed or heard of any malignancies developing in the scars. These scars are 
less than those from surgical excision. 

When such a fleshy, pigmented mole is full of stiff, bristly hairs, a method taught me by 
the late Prof. Herbert (“Pop”) Smith, of the Graduate School of Medicine of the University 
of Pennsylvania, is sometimes preferable to electrodesiccation, as with it there is less danger 
of regrowth of the hairs. In this method each hair is thoroughly destroyed by electrolysis. 
Then the remains of the fleshy mole are transfixed and treated at skin level by the electrolytic 
needle in a cross-hatched pattern. This generally leaves less scarring than does electrodesiccation. 

If the mole is black or slaty blue, it should not be treated by either of these methods but 
should be surgically excised and examined microscopically. 

H. J. Tempreton, M.D. 
3115 Webster St. 
Oakland, Calif. 
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The New, Newer, and Newest 








The officers and members of the American Board of Dermatology for 1958 are as follows: 
J. Lamar Callaway, President 
Francis W. Lynch, Vice-President 
Beatrice Maher Kesten, Secretary 
Walter C. Lobitz Jr., Assistant Secretary 
Marcus R. Caro, Arthur Curtis, John H. Lamb, Clinton W. Lane, and J. Walter Wilson. 





From Van Dellen’s Health Column a reader inquires, “Are there doctors who specialize in 
enlarged pores?” We know lots of pore doctors. 





And while on the subject of boundaries of specialization, I shared the platform with an 
“OB-Gyne” man to discuss pruritus vulvae before a postgraduate class of general practitioners. 
We agreed, in order to avoid duplication of material, to follow the plan used in his institution— 
he to discuss lesions affecting the mucous membranes and I to discuss diseases involving the 
hairy parts. But, inevitably, I peaked a little, he slipped a little. At the same meeting, which 
was devoted to Obstetrics, Gynecology, and Pediatrics, under the auspices of the Chicago 
Medical Society, Nov. 11 to 15, Jim Webster conducted a panel on Dermatologic Problems. in 
Children. Rothman and Zakon joined him in parrying wits with a dedicated allergist and a 
pediatrician; besides, it was the last event on the last of five long days of intensive meetings. 
It would seem that a more accurate title would be “Problems of Dermatologists Discussing 
Dermatologic Problems, Etc.” 





We note that the opening session of the Academy meeting is to be devoted to psoriasis, 
Shelly to discuss some basic aspects of the disease; Earl Osborne, the treatment; and Michael- 
son, the unusual in psoriasis—which recalls an unusual story about Dr. Joseph Zeisler and 
psoriasis. 

Zeisler, a gifted teacher who practiced dermatology in Chicago at the turn of the century, 
turned to a student and asked, “What is the cause of psoriasis?”. The student, after a long 
silence, said, “I am sorry, Doctor, I have forgotten.” Calmly, Zeisler resumed his_ lecture, 
described the treatment of the day, and then discussed the etiology. 

He told of the early confusion between psoriasis and leprosy. Heredity of psoriasis was 
discussed. The possibilities of there being a specific anlage, an unknown Factor X, a nervous 
origin, an endocrine, constitutional, or metabolic imbalance; the theory of reflex irritation; the 
parasitic theory, etc. were all considered pro and con. He spoke of the immense amount of 
effort expended in these studies, of the monumental labors, and of the monies spent, but, more 
important, he spoke with feeling of the heartbreaking frustrations with which investigators 
met time after time after time. 

Forcefully he concluded—here is a disease that is easily recognized. Thousands of persons 
are affected by it; for many, lives are ruined. For years the best minds in medicine, employing 
every available resource, have sought the cause of the disease, but in vain. Nobody, he bellowed, 
nobody in all the world, to this day, has known the cause of psoriasis except Dr. “X” here, and 
he has forgotten it. What a pity! 





And then there was the patient who “was cultured in New York but the results were 
negative.” 
H. R. 
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Society Transactions 


CLEVELAND DERMATOLOGICAL SOCIETY 


Allen E. Walker, M.D., President 
Elliott L. Glicksberg, M.D., Secretary 
Robert Gardner, M.D., Reporter 
The Cleveland Clinic 

Feb. 28, 1957 


A Symposium on Steroidal Therapy 


Dr. John R. Haserick, Presiding 


The Uses and Abuses of Local Steroids. Pre- 
sented by Dr. W. N. Davidson Jr. 

The Uses and Abuses of Local Steroids. Pre- 
sented by Dr. George H. Curtis. 

The Uses and Abuses of Systemic Steroids. 
Presented by Dr. Robert H. Harding. 

A Primer on Steroidal Therapy—Quiz. Pre- 
sented by Dr. John R. Haserick. 





Mycosis Fungoides. Presented by Dr. E. W. 

NETHERTON and Dr. G. R. CAMPBELL. 

A 53-year-old white man noted the onset of a 
lesion over the right hip three years before his 
first examination at the Cleveland Clinic. He 
ignored the lesion for one year, but when it then 
seemed to be extending, he sought a physician’s 
advice. The patient was given 6 to 10 roentgen 
irradiation treatments but he discontinued this 
therapy. Nine months later he consulted another 
physician, who administered cortisone for five to 
six weeks. 

Oval, circinate, and irregular infiltrated plaques 
were present over the hips, buttocks, back, legs, 
arms, and sides of the face. Furfuraceous scaling 
was present on the plaques. 

The routine hemogram, special hematologic 
studies, and urinalyses were all within normal 
limits. The Wassermann and Kahn reactions of 
the blood were negative. 

The biopsy report is as follows: “Minimal hyper- 
keratosis is present. There is considerable elonga- 
tion of the rete pegs, due to an _ irregular 
acanthosis. Throughout the epidermis numerous 
Pautrier microabscesses are seen, composed mostly 
of mononuclear cells. A heavy, patchy infiltrate 
is seen extending deep into the corium. It is 
composed largely of lymphocytes, with many large 
histiocytes.” 

Three courses of spray roentgen-ray therapy, 
totaling 200 r to both sides, were administered 
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over a period of five months. The patient then 
received cathode-ray therapy, one treatment daily, 
for eight days, in Boston. 

There was favorable response to the first two 
courses of spray roentgen-ray therapy, but poor 
response to the third course. Excellent response 
was noted to the cathode-ray therapy in January, 
1957. 

Discussion 

Dr. E. W. NetrHerton: This is the most re- 
markable response to treatment I have ever seen. 
The patient is practically free today. He was 
treated every day for eight days in Boston. They 
treated two sides of the body each day. Every 
other day they alternated the back and front with 
the sides. There was no systemic reaction. I saw 
him three weeks later, and even then there was 
not the marked improvement which we now note. 


Lupus Miliaris Disseminatus Faciei. Presented 
by Drs. Jonn R. Hasericx, W. N. Davinson 
Jr., and Frank McDona tp. 


This 53-year-old white woman began to have 
skin difficulty in May, 1956. At this time she noted 
small “pimples” on her lower eyelids. Gradually 
other lesions appeared on her forehead and cheeks. 
In June she was treated with Aralen, diethyl- 
stilbestrol, and vitamin Bi. She was given a six- 
week trial of isonicotinic acid hydrazide in 
October. 

Numerous firm, fairly discrete, erythematous, 
papular lesions were seen over the cheeks, eyelids, 
nose, forehead, and upper lip. Several appeared to 
have been pustular. Upon diascopy several of the 
lesions presented a dark yellowish discoloration, 
suggestive of “apple jelly nodules.” 

The Kveim test was negative (antigen question- 
able). PPD #1 was negative. The roentgenogram 
of the chest and routine laboratory work all 
revealed normal finding. 

A biopsy was performed, and no organisms 
were seen in the acid-fast stain. The H. & E- 
stained section shows a somewhat flattened epi- 
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dermis, which is not intact and seems to dip into 
the corium in one area. Below this is an area of 
necrotic material containing an eosinophilic homog- 
eneous material and neutrophils. Several clusters 
of epithelioid cells are seen, which contain Lang- 
hans’ giant cells. A slight infiltrate is noted about 
those areas. 

The patient was given calciferol, which she 
could not tolerate. She again was treated with 
isoniazid with considerable improvement of the 
skin. 


Discussion 


Dr. F. M. McDonatp: I saw this patient last 
June for the first time, and she had had her dis- 
ease only one month. The lesions were pink 
macules, and there was no induration. A clinical 
diagnosis of lupus erythematosus of the so-called 
lymphocytic type was made. She was started on 
Chloroquin and did not respond. Two and one- 
half months later she developed soreness in the 
left arm, myositis; the possibility of combined 
lymphoblastoma and dermatomyositis was ruled 
out. A biopsy of the skin in October was reported 
as lupus vulgaris, and she was started on anti- 
tuberculous therapy. She had had no improvement 
after a month on isoniazid in daily doses of 400 
mg.; then dihydrostreptomycin was added. Be- 
cause of drug idiosyncrasy the dihydrostreptomycin 
was stopped. The next step was to give calciferol, 
150,000 units a day, but this was also discontinued 
because of pain in the feet, generalized aches, and 
a rise in the blood calcium to 11 mg. per 100 cc. 
The patient was then referred for consultation to 
the Cleveland Clinic. Another biopsy specimen at 
this time seemed to fit best into one of two groups, 
either sarcoid or lupus miliaris disseminatus faciei. 
The Kveim test was negative, and the tuberculin 
test at 1:100 dilution was also negative. Our final 
diagnosis rests on the examination of the biopsy 
specimen tissue; lupus miliaris disseminatus faciei 
is favored. She has again been on isoniazid for 


Cleveland City Hospital 
March 28, 1957 
Dr. Ruth R. Rauschkolb, Presiding 


Vascular Physiology in Stasis (with Presenta- 
tion of Nine Cases). Presented by Dr. F. A. 
SIMEONE. 


A Case for Diagnosis: Bullous Lichen Planus? 
Presented by Dr. J. R. Driver, Dr. S. Sato, 
and Dr. V. Narus. 
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‘proved to be rather poor. 


two months, with some improvement of the skin. 

This patient developed a myositis, which did not 

respond to treatment until isoniazid was employed. 

Dr. RicHarp B. StoucHton: The few cases of 
lupus miliaris disseminatus faciei that I have seen 
showed atrophic lesions and had other evidence of 
tuberculosis, I wonder if anyone considered the 
possibility of a severe rosacea in this case. 

Dr. Georce M. Stroup: I, too, consider the 
diagnosis of rosacea because of the pinhead pus- 
tules and telangiectases. 

Dr. Joun R. Hasericx: This patient, of course, 
has changed considerably in her appearance since 
she was first seen in our department and con- 
siderably since Dr. McDonald saw her last sum- 
mer. Our clinical impression was sarcoidosis or 
lupus disseminatus faciei. We preferred the latter 
because the lesions appeared on her eyelids and 
upper lip. The tuberculin test, 1:100, was nega- 
tive. The Kveim test was negative, but I must 
confess that the antigen we used at that time has 
It might be a false- 
negative test, in other words. Microscopically I 
do not think we should hold any pathologist to 
blame. It is not a true picture of lupus miliaris 
disseminatus faciei; we have probably seen bettter 
pictures. It is not very characteristic and could 
easily be diagnosed as lupus vulgaris when a 
pathologist did not know the clinical history. I 
think we should still be open-minded on this case. 
A Case for Diagnosis. Presented by Drs. E. W. Netuer- 

ton and G. R. CAMPBELL. 

Neurodermatitis. Presented by Drs. 
and G. R. CAMPBELL. 

A Case for Diagnosis: Keratosis of the Palms and Soles 
(Neurodermatitis? Psoriasis? Keratoderma Climacteri- 
cum? Fungus Infection?). Presented by Drs. Grorce H. 
Curtis and W. N. Davipson Jr. 

Necrobiosis Lipoidica Diabeticorum. Presented by Drs. 
Grorce H. Curtis and R. H. Harpine. 

Vitiligo Treated with Oxsoralen. Presented by Drs. Jonny 
R. Hasericx and G, R. CAMPBELL. 

Balanitis Xerotica Obliterans. Presented by Drs. GrorGE 
H. Curtis and W. N. Davipson Jr. 


E. W. NETHERTON 


A 51-year-old white man has had a persistent 
pruritic eruption on his legs since the age of 15 
years. The lesions began as small “red lumps” 
with blisters on them, and since the onset many 
of these lesions have become confluent. Itching is 
severe, and as the bullae break and begin to heal 
there is a burning sensation. In the past two years 
lesions have developed on the forearms, scapular 
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areas, and buttocks and in the internatal cleft. The 
patient stated that there is improvement in these 
areas in the summer months. 

Examination of the anterior aspects of the legs 
shows confluent, firm, bluish-red, hypertrophic 
plaques, with many bullae and crusts throughout 
these areas. Numerous small, elevated, cystic 
lesions and papules are scattered over the lower 
legs. Above the knees there is a linear arrangement 
of red, crusted papules. Erythematous, crusted 
papules and excoriated lesions are seen on the 
extensors of the forearms and scapular areas. 
Granulomatous areas are seen in the internatal 
cleft. 

Laboratory findings were negative. 

A biopsy from a lesion on the leg, performed 
on March 15, 1957, revealed a thinned epidermis, 
slight dermoepidermal separation, and inclusions 
of squamous epithelium and keratin-forming cysts. 

An earlier biopsy revealed hyperkeratosis, in- 
dividual cell keratinization, dermoepidermal sepa- 
ration, a proliferation of capillaries and fibroblasts, 
and a nodule of keratin in the corium. 


Discussion 


Dr. Huco H. Hecut: I suggest the diagnosis 
of dermatitis herpetiformis. 

Dr. Georce W. Binxktey: This is an interesting 
problem. I do not think the disease is bullous 
lichen planus, for a number of reasons. First, the 
patient has had it so long, and there are remissions 
on the exposed skin in summer and recurrences in 
the fall. The reaction was not prominent on the 
flexors of the wrists. I could not find any primary 
elements of lichen planus. He had no oral or glans 
penis lesions. The violaceous color is about the 
only point in favor of lichen planus. Because of 
the long duration and the fact that his mother also 
had some trouble I felt that this was a delayed 
epidermolysis bullosa or possibly, because of the 
development of the lesions on the shoulders and 
sacral region, an atypical dermatitis herpetiformis. 
There was nothing in the histology to support the 
diagnosis of lichen planus. The tissue showed 
marked parakeratosis. The epidermis was not 
particularly acanthotic. The infiltrate was sparse 
and below the basal layer. I do not know why 
the eruption cleared up in the summer. Do you 
think that history is reliable? 

Dr. S. Sato: No, it does not clear up in the 
summertime. 

Dr. GeorcE W. HAMpricK Jr. (by invitation) : 
Although the distribution, with a predominance of 
lesions on the legs, is against the possibility, there 
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are many things which point to epidermolysis bul- 
losa with a delayed onset. He has numerous scars 
with hemorrhagic bullae and milia occurring in 
them; in addition, new vesiculobullous lesions are 
present on previously uninvolved skin sites. I 
have never seen Duhring’s disease in which a 
patient was able to produce lesions by rubbing or 
scratching, as this patient does. There are num- 
erous linear lesions present, indicating a Koebner 
phenomenon. 

Dr. Georce W. Bink ey: I should like to add 
that the atrophic changes of the fingernails sup- 
port the diagnosis of epidermolysis bullosa. 

Dr. J. R. Hasertck: I agree with Drs. Binkley 
and Hambrick that lichen planus is unlikely here. 
I, too, could see nothing in the histologic sections 
to support that diagnosis. Furthermore, one of 
the striking features of this case was the pressnce 
of extensive linear and localized excoriations; yet 
we know that lichen planus is one of those severely 
pruritic skin diseases in which frank scratch marks 
are usually absent. The bizarre appearance of this 
eruption, combined with the widespread excoria- 
tion, suggested to me a factitial dermatitis, 
Nevertheless, one cannot discount the fact that 
there were one or two clear-cut bullae present, 
suggesting epidermolysis bullosa. Not long ago 
the Mayo group reported some cases of porphyria 
which simulated neurotic excoriations, and we 
have recently seen two such cases. Years ago 
Turner and Obermayer, I believe, reported the 
presence of porphyria in epidermolysis bullosa. 
Thus, perhaps all of these seemingly unrelated 
features can be tied together under one diagnosis, 


namely porphyria cutanea tarda. 

A Case for Diagnosis: Questi ble Dermoid Cyst of the 
Scalp. Presented by Dr. Atten E. Waker and Dr. 
Joun J. Stewart. 

A Case for Diagnosis: Branchiogenic Cleft Cyst? Pre- 
sented by Dr. Atren E. Waker and Dr. Joun J. 
Stewart. 

A Case for Diagnosis. Presented by Dkr. 
Watker and Dr. Joun J. Stewart. 

Scleroderma. Presented by Dr. V. Narus, Dr. B. Russ, 
and Dr. B. Das. 

Pemphigus. Presented by Dr. V. Narus, Dr. B. Russ, 
and Dr. B. Das. 
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of the Femoral Ar- 
teries and Branches. Recurrent Ulcers of the Lower 
Extremities. Presented by Dr. V. Narvus, Dr. B. 
Russ, and Dr. B. Das. 

Ca Hi gi with Phlebolith. Presented by 
Dr. V. Narvus, Dr. B. Russ, and Dr. B. Das. 

Acne Vulgaris. Multiple Epithelial Cysts. Chronic Hydra- 
denitis, Presented by Dr. V. Narus, Dr. B. Russ, and 
Dr. B. Das. 

Leukoplakia of the Mouth. Presented by Dr. V. Narus, 
Dr. B. Russ, and Dr. B. Das. 

Fibroma of the Tuberosity (Bilateral). Presented by Dr. 
V. Narus, Dr. B. Russ, and Dr. B. Das. 
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LOS ANGELES DERMATOLOGICAL SOCIETY 


Kenneth L. Stout, M.D., President 
Floralou Kettenbach, M.D., Secretary 
May 8, 1957 


Neurodermatitis (Localized)? Presented by 
Dr. CLEMENT E. Counter for therapeutic sug- 
gestions. 


A 5-year-old white girl has had a chronic itching 
of the vulva for the past four and one-half years. 

Previous medical history reveals that the child 
had “intractable” colic in infancy from the time 
she was 4 days to 4% months old. In addition, 
she had two weeks’ fever from infected ears in 
February, 1956. In February, 1956, there were 
whitish, rough lesions confluent over the left labium 
majus and perineum back to the anterior part of 
the anus. In July, 1956, examination revealed a 
linear group of lesions on the right labium majus 
and perineum. The lesions are lichenified papules. 
In January, 1957, examination revealed keratinous 
papules on the same area. 

Treatment: Before February, 1956, 
pediatricians gave various ointments, including 
Tarcortin, which did not help at all. A former 
biopsy (1955) led to the diagnosis of flat warts. 
Podophyllin and salicylic acid in acetone was used 
once. Some relief followed this. Later a derma- 
tologist gave x-rays over a three- to five-month 
period, with no relief. 

After February, 1956 Luminal, % grain (30 
mg.) tablets, and later Equanil tablets, 200 mg. 
daily for one month, were used. Under this pro- 
gram there was some relief of itching for three 
months. Meprobamate, 200 mg. daily, was given 
during August and September, 1956. Relief fol- 
lowed, but this medication was of no help six 
months later, when itching had returned. Surfa- 
caine increases irritability. Atarax, 10 mg. t.i.d. 
for the last 30 days, has been given. 


various 


Laboratory report: Urinalysis (1954) normal. 

Microscopic examination of biopsy specimen 
shows hyperkeratosis, clubbing of interpapillary 
pegs with spongiosis, moderate round-cell infiltra- 
tion of upper cutis, and some increase of blood 
vessels in the same area. No vacuolated cells in 
epiderm. Diagnosis: consistent with localized 
neurodermatitis. 


Discussion 


Dr. LAwreNce M. Netson: I think that, clin- 
ically and microscopically, this lesion fits in more 
with a diagnosis of nevus unis lateris or ichthyosis 
hystrix. Perhaps excision of the lesion would 
take care of the symptoms. 


Received for publication June 24, 1957. 


Dr. MAxIMILIAN E. OsperMAYER: Dr. Newman 
discovered the pinworms, and I should not be sur- 
prised if the pruritic lesions disappeared when the 
infestation is controlled. In any case, I was sur- 
prised that a diagnosis of localized neurodermatitis 
was made in this case. There is not a single fea- 
ture suggestive of lichen simplex chronicus. The 
papules are dome-shaped, rather than flat, 
yellowish-white, and show a somewhat punctate 
central depression. 

Dr. A. FrercHer HALL: I saw the pinworms 
also, but I don’t believe they have anything to do 
with the lesions. I agree with Dr. Nelson’s diag- 
nosis and do not think that cleaning up the infes- 


_tation will have any effect on the lesions, although 


it might have some effect on the itching. 

Dr. Louts H. WINER: Verrucous lesions of the 
same character as those seen on the inner thigh 
and outer labium majus are seen on the inner 
surface of the labia minus. Histologically, the 
follicles are filled with a thickened parakeratotic 
stratum corneum. The epidermis is acanthotic. It 
consists of numerous cells which have perinuclear 
vacuoles. Because the lesions have been present 
since the child was 6 months of age, I think this 
is a linear nevus or a form of ichthyosis. Ich- 
thyosis hystrix is a more justifiable diagnosis than 
simple linear nevus because of the intense para- 
keratosis, which is so thick that it looks almost 
like psoriasis. In a linear nevus there is hyper- 
keratosis. 

Dr. J. WALTER Witson: Although it is usually 
inadvisable to suggest such a possibility, I think 
this child has two diseases: a nevus unilateralis, 
present since birth, and a more recent parasitic in- 
festation. 

Dr. S. WrittAmM Becker: I don’t think it is 
ichthyosis hystrix. We forget sometimes that 
there is severe itching in an inflammatory linear 
nevus which may persist for many years. 


Basal-Cell Epithelioma Arising from Verrucous 
Nevus. Presented by Dr. Norman E. LevAN. 


Patient is a 38-year-old white farmer who has 
had a “birthmark” in the scalp, in which a bluish 
lump has appeared during the past year. 

The pertinent finding is located in the right 
frontal area of the scalp. When seen originally, 
it consisted of a verrucous growth measuring 
3X1.2 cm. At one pole there was a 6 mm. bluish 
nodule. This nodule was excised in toto and is 
contained in the histologic section presented to- 
night. 


131 








Discussion 


Dr. Netson Paut Anperson: I agree with the 
presenter’s diagnosis—a_ basal-cell epithelioma. 
However, this lesion is probably arising from a 
sebaceous type of nevus, the so-called nevus seba- 
ceus of Jadassohn. First, the history is typical. 
This man has had the underlying nevus since birth. 
As these persons grow into adults, there develops 
a new growth, usually at one end of such a nevus, 
which tends to be more or less linear. Clinically, 
such a new growth is quite typical. It starts like 
a small BB shot in the skin, with a bluish or slate- 
gray or blue-gray color. One first has the impres- 
sion that it could be a deep angiomatous lesion or 
a deep venous lesion filled with blood. However, 
it does not blanch on pressure. I have seen this 
occurring on the side of the face, in front of the 
cheek, particularly on the scalp. The question 
always arises, when you meet such a growth, just 
exactly what is it. One can call this an ordinary 
basal-cell epithelioma, but there is a good deal of 
pigment in it and the cells are larger and more 
vacuolated, as well as more granular. If these 
cells are basal cells or basal-cell-like, they must 
have a slightly different origin than the ordinary 
basal cell. Therapeutically, this case and other 
similar cases indicate that such lesions ought to 
be excised im toto when the child is young and the 
defect closed by sutures. Even if you destroy such 
a lesion with desiccation and curettage, there are 
bound to be some foci left behind. I have seen 
this happen several times. I have a patient who 
had a rather extensive sebaceous nevus running 
down the right side of the scalp and involving the 
cheek in front of the right ear. About 10 years 
ago I destroyed the entire lesion, or what I thought 
was the entire lesion, by electrodesiccation, but 
since that time I have removed three or four new 
bluish lesions which are exactly like that in the 
present case. I am sure that some of you will re- 
member a case which was presented before the 
County Hospital staff about three years ago, a 
little Mexican girl with a lesion on the top of the 
scalp. This was later presented at the Mexican 
meeting of the Pacific Dermatological Association. 
In this case the diagnosis of a melanoma arising in 
a nevus was made. This case was one that caused 
a great deal of comment by Dr. Hamilton Mont- 
gomery and other pathologists at Mayo Clinic. 
Considerable pigment is present in practically all 
of these cases. There is something unique about 
such lesions. I doubt if they would be very re- 
sponsive to radiation. However, if my patient 
develops another such lesion in her sebaceous 
nevus, I shall treat it with radiation and observe 
the response. I have watched such lesions develop 
from the size of a pinhead until they become the 
size of small peas. They all have the same general 
clinical appearance. 
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Allergic Angiitis? Presented by Dr. LAURENCE 
J. UnpeRwoop and (by invitation) Dr. WALTER 
S. GREEN. 


This 5-year-old boy had an acute onset of this 
eruption, which became as generalized as it is at 
present, in early December, 1956. Except for 
minimal itching, he has been completely asympto- 
matic and seemingly unaffected systemically. 

Family and past histories are irrelevant. 

There is a strikingly symmetric eruption com- 
posed of nodules and plaques of tannish hue, some 
slightly scaly. Involuting lesions leave macular 
stains. Sites involved are face, ear, all extensor 
surfaces of extremities, and buttocks. The scalp, 
trunk, palms, and soles are clear. No abnormalities 
are noted systemically. 

Laboratory and x-ray studies were normal. 

Biopsy specimens from the right thigh and right 
forearm reveal similar findings. The epidermal 
changes are mild and secondary to the profound 
dermal pathology. There are dense foci of histio- 
cytic and leukocytic cells, including eosinophils, 
which surround swollen and narrowed or occluded 
blood vessels. The collagen appears to be secon- 
darily affected. 

There has been a very gradual decrease in the 
nodules and intensity of color over the past two 
months,- but no areas involved have completely dis- 
appeared. Treatment—hydrocortisone orally ini- 
tially for one week and later prednisolone and 
Chlor-Trimeton. 


Discussion 


Dr. S. WitttAM BeEcKER: This is certainly a 
remarkable picture. The child has a generalized 
infiltrative eruption. There are certain changes in 
the skin which do represent angiitis, but the most 
significant feature, I thought, was that the infil- 
trate is chiefly composed of polymorphonuclear 
leukocytes. Many lesions are on the knuckles and 
other extensor surfaces. The fact that he is a 
child suggests the diagnosis of erythema elevatum 
diutinum. The brown color which was in the 
lesions may be merely hemosiderin from slight 
hemorrhage. 

Dr. Lyon Rowe: I would like to offer the diag- 
nosis of a reticuloendotheliosis for this case. If 
one or several individual lesions of this type were 
found on the face of an adult, and if these lesions 
presented the same histopathology as seen here, 
the diagnosis of eosinophilic granuloma would be 
accepted by most people. The peculiar brownish- 
yellow color of these lesions suggests xanthoma 
or mast-cell tumor, which are also in the general 
group of reticuloendothelioses. 

The major histopathology here is in the cutis, 
locating around blood vessels. These show marked 
dilatation, with proliferation of the cells forming 
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the vessel walls, edema of the vessel walls, and 
edema in the connective tissue of the dermis around 
the vessels with an infiltrate of polymorphonuclear 
cells, many eosinophils, and some histiocytes. 

The clinical features, and the histopathology 
above, are in keeping with an unusual case of 
reticuloendotheliosis, to which general group, the 
nonhypercholesteremic xanthoses, including Hand- 
Schiller-Christian and Letterer-Siwe diseases, also 
belong. 

Dr. Laurence J. UNDERWoop: I have been at a 
loss to classify this dermatosis properly, although 
I considered it possibly in the reticuloendotheliosis 
group, but without systemic findings. Several 
members of the Metropolitan Dermatologic Society 
also commented in favor of such a diagnosis when 


NEW ENGLAND DERMATOLOGICAL SOCIETY 


Maurice M. Tolman, M.D., President 
Paul J. Catinella, M.D., Secretary 
April 24, 1957 


Erythema, Probably Related to Recent New- 
castle Disease Virus Infection. Presented by 
Dr. LEon BABALIAN. 


A white American man aged 31 has worked as 
a poultry eviscerator in a packing plant for the 
past 10 years. While working he wore rubber 
gloves, which he cleaned once in a while under 
running water with his bare hands, which were 
frequently fissured, 

The past history is irrelevant except for mumps 
in childhood. 


On Jan. 6, 1956, the patient’s hands turned red 
and stiff. Five days later, at the time of his first 
examination, both hands were covered with wide, 
bright red, swollen, well-circumscribed patches 
with marked stiffness. There was no arthralgia, 
and no oral or genital manifestations were present. 
The oral temperature was 99.3 F. The same erup- 
tion developed successively on the nucha, feet, 
elbows, and knees. It persisted with partial exfolia- 
tion and finally faded away two months after its 
onset. 

Neutralization tests for Newcastle virus disease 
were performed at the Communicable Disease 
Center, Public Health Service (Montgomery, 
Ala.). The neutralization index was 9 on Jan. 30, 
70 on March 5, and 100 on June 11. This rise in 
antibodies was reported to be “compatible with a 


recent infection with Newcastle disease virus.” 


Received for publication Aug. 15, 1957. 


the boy was presented there in March, 1957. Dr. 
Hamilton Montgomery reviewed the histopathology 
and reported that the findings were those of an 
acute vasculitis, which might be an allergic angiitis, 
as described by a pathologist, Zeek, and by Ruiter 
in The British Journal of Dermatology. He said 
it may also be considered a benign form of peri- 
arteritis nodosa limited to the skin. 


Epidermodysplasia Verruciformis(?) Presented by Dr. 
MaxMiLian E. OBERMAYER. 
Lupus Maliaris Dissemimatus Faciei. Presented by Dr. 


CiementT E, Counter. 
Foreign Body Granuloma. Presented by Dr. Victor D. 
NEWCOMER. 


Preepithelial Tumor of Pinkus. Presented by Dr. NorMAN 
E. Levan. 
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Presented by Dr. Paut G. Foster. 


On Jan. 20, 1956, the hemoglobin was 97% 
(15.6 gm.); red blood cell count 5,300,000, 
morphology normal; platelets normal; white blood 
cell count 11,250, with segmented forms 67%, 
lymphocytes 29%, and monocytes 4%; mean cor- 
puscular hemoglobin 30yug. 

The Widal test on Jan. 20, 1956, was negative 
for Brucella abortus at any dilution. 

An agglutination test for Salmonella pullorum 
was negative on May 14. 

Repeated urinalyses in January and February 
and a roentgenographic survey of the chest in May 
were normal. 


Discussion 


Dr. Leon BABALIAN: This case of erythema was 
unusual. Its location and symmetrical distribution 
were suggestive of an erythema multiforme symp- 
tomatic of some infection. In fact, this poultry 
eviscerator might have been exposed to any one of 
the 26 diseases of domestic fowl listed in 1952 by 
W. L. Ingalls as communicable to human beings. 
The commonest of them were considered in turn 
in this case. Erysipeloid was first considered when 
the eruption affected the hands only; this diagnosis 
was rejected because of the failure of 6,000,000 
units of penicillin by injection to produce improve- 
ment. One month after onset of the disease nega- 
tive agglutination tests for brucellosis and 
Salmonella pullorum infection ruled out these 
possibilities. Routine serologic tests were per- 
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formed for Newcastle disease virus (N. D. V.) 
three weeks after onset, then one month later, and 
again four months later. These tests showed a 
significant rise in N. D, V.-neutralizing antibodies 
and were reported as compatible with a recent 
infection with this virus. The only certain sign of 
this infection is isolation of the virus and its identi- 
fication by electron micrography. The serologic 
diagnosis of N. D. V. in man must be made with 
caution; serologic tests for this infection are not 
entirely specific, as they may be positive with 
mumps, too. In fact, the patient had no sign of 
mumps at the time of his erythema, and he re- 
peatedly and emphatically asserted that he had had 
that disease in childhood. Therefore his unusual 
type of erythema multiforme was in all prob- 
ability related to N. D. V. infection of occupational 
origin. 

In recent years cases of conjunctivitis, in- 
fluenza-like diseases, some with central nervous 
system manifestations, and cases of hemolytic 
anemia have been described in human beings in- 
fected with this virus. Up to now no cutaneous 
manifestations have been mentioned except for a 
case of hemolytic anemia with facial erythema of 
butterfly distribution (Moolten et al.: Mm. J. Med. 
14:294-306 [March] 1953). The present case shows 
that manifestations in the skin may also be seen 
in this infection, which can be suspected mostly 
among chicken farmers, meat packers, and labora- 
tory workers. 

Dr. Maurice M. TotmMAn: Does this occur in 
certain areas, or in all poultry? 

Dr. Jutius Picarp: About four years ago I saw 
the wife of a poultry farmer. She had a herpeti- 


SAN FRANCISCO DERMATOLOGICAL SOCIETY 


William F. B. Harding, M.D., President 
R. Raymond Allington, M.D., Secretary 
Edward J. Ringrose, M.D., Editor 

Jan. 11, 1957 


Lentigo Maligna (Melanotic Freckle of Hut- 
chinson) with Melanocarcinoma. Presented by 
Dr. Hersert L. JosepH, Vallejo, Calif. 


Discussion 


Dr. Georce C. ANDREWS, New York: The lesion 
is in an area that can be excised and grafted. I 
think surgical removal is the thing to do. 

Dr. Herpert L. JoserH, Vallejo, Calif.: The 
term “lentigo maligna,” as sometimes used in 
dermatology texts, is confusing. It has been used 
synonymously with xeroderma pigmentosum. A 
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form lesion on her face, which cleared up in five 
days. She had been vaccinating fowl with New- 
castle vaccine, and this injection contains a live 
virus. She believed that there was a possibility 
that she could have been infected with it. She 
didn’t come back and so further studies couldn’t 
be made. Apparently the herpes had not recurred. 

At that time I had just read about Newcastle 

disease, and so I thought of its possibility as an 

infection in human beings. 

Dr. Leon BABALIAN: Newcastle disease, also 
called avian pneumoencephalitis, was first described 
in 1927, in Newcastle-on-Tyne, England. Since 
then it has spread over the world to the point that 
10 years ago the mortality from this disease aver- 
aged 30% among poultry in the United States. 
Since the wide use of vaccine in dust form for 
immunization of poultry flocks, the disease has 
been under control in this country. 

A Case for Diagnosis (Neurod itis? Mycosis Fun- 
goides). Presented by Dr. BERNARD APPEL. 

A Case for Diagnosis (Mycosis Fungoides? Der 
Exfoliativa [Due to Caladryl]?). Presented by Dr. 
Maury J. Tye. 

Neurofibromatosis and Hemangioma. Presented by Dr. 
Davip Foran. 

Nevus Flammeus with Hemihypertrophy, Left Leg (Klip- 
pel-Trenaunay Syndrome). Presented by Dr. WILLIAM 
HALPERN. 

Multiple Superficial Epitheli Presented by Dr. Sip- 
NEY ALLMAN. 

Psoriasis and Angiok 
Paut CATINELLA. 

Pemphigus. Presented by Dr. WiLL1am WoOLrFr. 





set 








of Mibelli, Presented by Dr. 








Urticaria Pig: (Xanthel idea). Presented by 
Dr. Joun E. LeDonne. 
Elept jasis (S dary to Recurrent Cellulitis). Pre- 





sented by Dr. Harvey B. ANSELL. 


literal translation would be “malignant lentigo,” 
and I believe we should adhere to this connotation. 
In other words “lentigo maligna” is simply lentigo 
which has become malignant. Much of the confu- 
sion appears to arise from the use of the term 
“lentigo.” Lentigo should designate the distinctive 
percancerous hyperpigmented lesion, mostly on the 
face, arising in elderly persons, to be distinguished 
from junction nevus, freckle, pigmented basal-cell 
carcinoma, and senile or seborrheic keratoses. 
Histologically lentigo maligna is indistinguishable 
from nevocarcinoma arising from junction nevi, 
but, as far as can be determined, the anaplastic 
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Fig. 1.—Lentigo maligna. 
cells arise in the epidermis in areas of lentigo 
instead of in the junctional zone of junction nevi. 
Thus, we cannot correctly call this a “nevocar- 
cinoma.” In its course, also, this malignancy differs 
from nevocarcinoma, apparently being more benign, 
slower in growth, and slower to metastasize, al- 
though occasionally metastasis occurs. The amount 
of pigment is no indication of the degree of 
anaplasia but is relative to the amount of pigment 
in the lentigo from which it arises; so “malignant 
melanoma” or “melanocarcinoma” does not apply 
here either; these terms and “nevocarcinoma’”’ all 
designate the malignancy arising from junction 
nevi. Since lentigo maligna resembles this only 
histologically, and since its origin and _ clinical 
behavior are different, I believe it is a different 
entity. The microscopic resemblance alone is not 
sufficient to lump this tumor with the more highly 
malignant one. Thus, I believe that conservative 
excision, not too radical, of the obviously malignant 
portion is best. The remainder of the lesion can 
later be removed piecemeal. In this case the 
crusted malignant portion near the upper part of 
the lesion is easily distinguishable (Fig. 1). 





Congenital Lymphedema of Extremities and 
Face. Presented by Dr. MANUEL F. ALLENDE, 
and (by invitation) Dr. MicHAEL J. FRANZBLAU. 
This 3%4-year-old white girl was born after a 

full-term, normal, six-hour labor and weighed 10 

Ib. 15 oz, (4961 gm.). During the first trimester 

the mother was exposed to paratyphoid and had 

tachycardia to 150 during the pregnancy. At birth 
massive edema of all extremities and of the face 
was noted in the child. ‘With the passage of time 
there was gradual reduction in the facial edema, 
but the feet and hands showed only a slight 
tendency to resolution. The patient did well during 
her infancy except for one bout of cellulitis in the 
leg, owing to a beta hemolytic streptococcus, with 
concomitant heart failure, WBC depression, and 
parenteral diarrhea at age 15 months. At age 2% 
years a Pratt procedure (excision of edematous, 
fibrotic, cutaneous, subcutaneous tissue and fascial 
grafts of the right leg with a split thickness graft 
of the right leg) was performed. This procedure 
was well tolerated, but edema, vesicular eczematous 
eruptions, and paronychia were some of the com- 
plications noted. At age 3 years the Pratt pro- 
cedure was performed on the left leg. During the 
ensuing six months the patient has had repeated 
exacerbations of a vesicular, erythematous, exuda- 


Figure 2. 
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Figure 3. 


tive eruption on the sides of both legs, increase 
in the edema of both feet, interdigital fissuring of 
the feet, weeping of the soles of the feet of a 
colorless fluid which probably is lymph, and the 
development of keratogenous warty-appearinz 
growths on the distal portions of the digits. The 
patient has been treated with potassium perman- 
ganate compresses, drying powders, supportive 
bandages, and a 1% hydrocortisone, 1% Vioform 
(iodochlorohydroxyquinoline) mixture in Hal- 
dane’s Emulsion Base. On this program she has 
made fair improvement from the acute eczematous 
reactions, but the keratogenous growths have 
increased in size. There is no past family history 
of this condition. 

Principal findings are edema of the face, 
primarily periorbital, and of the upper lip. The 
upper extremities from the elbows down show 
thickening of the subcutaneous tissue and edema 
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Figure 4. 


that extends to and includes all fingers. The 
lower extremities from below the knees to and 
including the dorsa of the feet reveal an area of 
grafted skin that is erythematous, is not normally 
pliable, and is irregular in its thickness. The feet 
are markedly edematous, and the toenails are barely 
visible because of the distal edema. Keratogenous 
verruciform growths are noted on the great toes 
bilaterally and on the second toes to a lesser extent. 
There is maceration and fissuring in all interdigital 
areas of the feet. Over the plantar surfaces of the 
feet small beads of colorless fluid are observed 
(see Figs. 2, 3, and 4). 

Blood count, urinalysis, serology, and chest x-ray 
are all negative. X-ray examination of hands and 
feet reveal evidence of fibrous thickening and soft 
tissue swelling. The bone age is normal to 
chronological age by x-ray. Repeated fungus 
cultures and KOH preparations were negative 
for evidence of fungus. Biopsy specimen, from a 
surgical specimen removed, is offered. 


Discussion 


Dr. S. WiLttAM Levy: This is a fantastic ex- 
ample of a congenital lymphedema. The surgeons 
are certainly to be congratulated for their many 
hours of work on the lower extremities of this 
girl. But I feel that over the years the child is 
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going to have a good deal of trouble with inter- 
triginous dermatitis with a lot of secondary infec- 
tion, and I think that it might be 5, 10, or maybe 
15 years but that eventually this child will have 
to have bilateral amputation of the lower extrem- 
ities. We have seen in our amputee project at the 
University of California children, as they get a 
little. older and have amputations and have 
prostheses made to fit them correctly, who are 
wonderful and skilled persons. .We have seen some 
of them who have had bilateral prosthesis who are 
actually able to do skiing and fishing and almost 
anything that any other person would want to do. 
I don’t feel that this person in her present state 
is going to be able to carry on too well with the 
present malformation that she has, in spite of the 
brilliant surgery. 

Dr. Ervin Epstern, Oakland, Calif.: I recently 
read a report of a similar case which was treated 
with cortisone with good results. 

Dr. Writ11aAm F. B. Haroprnc, Sacramento, 
Calif.: I wonder if acetazolamide, a related com- 
pound, has ever been used in this condition? 

Dr. M. .F. ALLENDE: In the Pratt operation a 
dermatome is used to strip off the epidermis; then 
all of the dermis, as well as the subcutaneous 
tissue, is removed, eliminating the involved dermal 
lymphatics. Then the epidermis is put back in 
place, and that is an operation which gives much 
better results than the Kondoléon operation but 
one which is obviously for more limited and less 
tragic cases than this one. As for the use of 
cortisone, there are two reports in the literature. 
The one which I read, which is from Dr. Theodore 
C. Panos, of the University of Texas (J. A. M.A. 
161 :1475-1477 [Oct. 11] 1956), dealt with a young 
girl about 10 years old, and from her photographs 
the involvement was just negligible as compared 
to this one. She just had a mild edema of the 
lower extremities and not anything as dramatic 
as this. The doses which he used were high, start- 
ing with 30 mg. a day of prednisone and keeping 
her on 10 mg. a day for a period of several months. 
It is a treatment which will be tried in this case. 

Dr. Micuaet J. FrANnzsBiau (by invitation) : 
There are three additional points, I believe. First 
of all, we have purposely called this congenital 
lymphedema, not attaching the eponym Milroy’s 
disease because of the confusion that exists in the 
classification. Briefly, today I think that most 
people will agree that Milroy’s disease represents 
a truly heredity form of congenital lymphedema 
which may appear either at birth or later on in 
life, probably around puberty, at which time it is 
called the tardive form; both of these are con- 


sidered to fit in with the group called Milroy’s 
lymphedema. In this case Allen, Barker, and 
Hines have suggested the name of congenital 
lymphedema, since in our patient there is no 
familial history of this disorder. But in reviewing 
some of the more recent literature and talking 
with the mother I find that both she and her 
husband are from Ireland, and this is fairly 
significant since the “Curse of the Big Foot”, which 
is the synonym for Milroy’s disease, in that country 
is very well known, and we could probably con- 
sider it as being endemic in that area. The second 
point is that of the inheritance of this disease; 
whether it is a congenital inherited disease is 
really not well established. It is.of some import- 
ance since this mother has six children and she 
has asked what are the chances of her other chil- 
dren giving birth to children with this like afflic- 
tion, a question which I am unable to answer. 
Cockayne and some of the Swedish people feel 
that it is probably inherited in a dominant Mende- 
lian fashion but that the dominance is expressed 
irregularly, although there is some question that it 
may be sex linked. It is quite complex, and I don’t 
feel that I can explain it intelligently. The third 
point I want to mention is that, unfortunately, this 
little girl has never had x-rays of her lower spine, 
where I think we noted the area of hirsutism. This 
may be of some significance in that several authors 
have reported the appearance of spina bifida occulta 
in these people. We propose to investigate that 
problem. It is our plan to try prednisone even 
though she has already had this extensive procedure 
on her lower extremities, and we hope that it may 
help the upper extremities and the face. 


Papulonecrotic Tubereulid? Presented by Mayor E. R. 
CLAIBORNE. 

Epidermolysis Bullosa Dys.rophiea. Presented by Dr. 
Jurrvs Canzet and Dr. Wittiam G. BaLiincer (by 
invitation). 

Granuloma Annulare. Presented by Cotonet R. M. Wit- 
LIAMS. 

Trichoepithelioma. Presented by CotoneL R. M. WILLIAMs. 

Hodgkin’s Disease of the Skin. Presented by CoLoneL 
R. M. WitiiaMs. 

Purpura Annularis Telangiectodes? Presented by 
Epwarp J. RINGROSE. 

Lymphocytic Lymphoma? Presented by Dr. Martin Ascu. 

Aene Rosacea, Rhinophyma, Chronic Cellulitis. Presented 
by Dr. Warter E. Weser, and Dr. ArtHur H. Snyper 
(by invitation). 

Nummular Eczema? Presented by Dr. Peter L. Beat. 

Case for Diagnosis. Presented by Dr. WatterR E. WEBER. 
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e, Type? Presented by Dr. 


Dr. 





Martin AscnH. 

Linear Scleroderma. Presented by Dr. Cartes S. LINCOLN 
and Dr. Ray C. Norpstrom. 

Relapsing Febrile Liquefying Nodular Panniculitis. 
sented by Dr. Grorce T. Witson. 


Pre- 
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Lichen Sclerosus et Atrophicus. Presented by 
Dr. Wrix1aM M. Georce, Walnut Creek, Calif. 


This 59-year-old white man noticed a discrete 
half-dollar size area of white scaling in 1950. 
About two years later new lesions developed, some 
of which gradually enlarged. A few of the newer 
lesions went away by themselves, leaving atrophic 
and brownish or hypopigmented areas. Lesions 
involve the chest wall, abdomen including a truss 
site, arms, lower extremities, and penis. 

Penile involvement resulted in urethral stricture, 
which was treated in 1952 by meatotomy and 
dilatation. The glans and foreskin have been 
easily traumatized. For the past year the distal 





Figure 1 


urethra has presented a bright red, somewhat 
granular, shiny lesion or area which does not 
change in appearance or enlarge. 

For several months, now, some of the chest 
lesions have developed into telangiectatic, wrinkled, 
thick-walled bullae containing thick transudate-like 
fluid, sometimes serosanguineous. Several times the 
roofs of these bullae have been cut away in part 
and the lesions drained, only to become bullous 
again. Some lesions show irregular flat-topped 
white papules, and in certain areas keratotic plug- 
ging can be noted (Figs. 1, 2, and 3). 

Aside from the penile irritations, the patient 

‘has remained relatively free from discomfort. 

Treatment to date has included bismuth injections 
(resulting in gum discoloration), Atabrine and 
Aralen (both resulting in dermatitis medicamen- 
tosa), Camoquin (which patient cannot tolerate), 
Premarin cream, hydrocortisone ointment—Neo- 
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Figure 2 


Magnacort—(which helps relieve the penile ir- 
ritation, and Sigmamycin, 250 mg. t. i. d., for the 
past two weeks without noticeable change. The 
patient has not received steroid therapy by mouth. 

The histopathologic report is consistent with 
lichen sclerosus et atrophicus, although no keratotic 
plugging is noted in the section. 


Discussion 


Dr. Eucene M. Farser: I favor a diagnosis 
of morphea here. On the left flank one sees as 
beautiful a lilac border as is described in any text- 
book. There is no delling in the lesions. The 
ecchymotic area on the right trunk, the patient 
says, came from trauma. The microscopic section 
taken from this traumatized area shows no dilated 
follicular orifice in the epidermis, and there is no 
clear zone. The zone which one sees under the 
atrophic epidermis is full of erythrocytes. I 
believe that this man has generalized morphea. 





Figure 3 
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Dr. Mertin T. R. Maynarp, San Jose, Calif.: 
I would like to agree with the diagnosis of lichen 
sclerosus et atrophicus. It is hard to differentiate 
the two diseases, morphea and lichen sclerosus et 
atrophicus, because they probably are part and 
parcel of each other. In the Archives of Derma- 
tology and Syphilology, about 1933, I showed pic- 
tures of a case in which the ecchymoses were 
present as they were tonight. I would say that 
I have seen ecchymoses of this fashion occur 
in several cases of lichen sclerosus et atrophicus 
but not in true morphea. I think that if we are 
dealing with morphea clinically we have to find 
a thicker, deeper, more infiltrated lesion than these 
very surface-like lesions which we see here to- 
night. Where one disease stops and the other 
begins, of course, is a matter of clinical ex- 
perience. I think that these are too superficial. 
I think that the ecchymoses make it far more 
characteristic of lichen sclerosus et atrophicus 
than of morphea. I think that the location on the 
glans penis is quite typical and, therefore, I again 
would like to agree with the diagnosis of lichen 
sclerous et atrophicus. 

Dr. Fritz T, CALtomon, Berkeley, Calif. : Please 
let me present a few remarks relating to the 
question whether in this case also the lesions of 
the prepuce and the urethral orifice belong to the 
general diagnosis of lichen sclerosus et atrophicus. 
I am sure that this is the case. Not long ago the 
genital manifestation of lichen sclerosus et atroph- 
icus was a matter of special discussions. In an 
elaborate clinical and histological study Dr. Lay- 
mon in Minneapolis described and discussed this 
affection in its genital location in the male, which 
may appear in two forms: either as isolated papules 
on the shaft of the penis or as a constricting band 
about the prepuce, with circumscribed or coa- 
lescing, white atrophic plaques on the glans and 
stenosis of the urethral orifice. Both forms may 
appear singly or combined. In its second form it 
may present all features of the so-called 
“balanitis xerotica obliterans” and, indeed, today 
the latter condition has been classified as a variant 
of lichen sclerosus et atrophicus. This classification 
of balanitis xerotica obliterans has been cor- 
roborated by observations of Laymon, F. Becker, 
and foreign experts, who described combined cases 
showing both typical papules of lichen sclerosus 
et atrophicus in the genital or perigenital region 
and at the same time features of balanitis xerotica 
obliterans, sometimes associated with lichen 
sclerosus et atrophicus elsewhere on the body. 
It has been very interesting to see this combined 
case. 


Dr. WitttaM M. Georce, Walnut Creek, Calif. : 
I would like to tell Dr. Farber that the patient 
is not so observant as he may seem. He contra- 


dicts himself many times, and I don’t put much 
reliance on his history of traumatization. I would 
like to ask for any suggestions for further therapy, 
and does anyone feel that the urethral lesion re- 
quries treatment or further investigation? The 
reason I hesitate treating the urethral lesion is 
that there is no stricture at present. Dr. Michel- 
son, of Minneapolis, ( A. M. A. Arcw. DeRMAT. 
71:666 [May] 1955) emphasizes that in cases of 
meatus stricture in balanitis xerotica obliterans 
treatment should be dilation and never surgery. 
The possibility of the development of carcinoma 
in lesions of lichen sclerosus et atrophicus is men- 
tioned in the literature (A. M. A. Arcn. Dermat. 
73:176 [Feb.] 1956). I wonder whether biopsy 
or excision of the meatal lesion is indicated. 

Dr. Epwarp J. Rincrose, Berkeley, Calif.: I 
would like to suggest another attempt to improve 
these lesions by local inunction of Premarin. It 
seems that many of these lesions frequently occur 
on the genitalia and are commoner in women 
than they are in men. I think that I have got 
someplace with the use of Premarin in women. 
There was a case presented at the Pacific Derma- 
tological Association meeting, 1956, of a girl in 
her “teens’—about 12 or 13 years—with this 
particular condition, and I suggested at that time 
that Premarin might be used. In response to this 
Dr. Carl W. Laymon, from Minneapolis, then 
said that it was not necessary to use Premarin 
inasmuch as patients’ own estrogens took care of 
the condition spontaneously at puberty. 

Dr. Wittram M. Georce, Walnut Creek, Calif. : 
(Addendum, May 23, 1957): Subsequent to this 
presentation the patient has taken the following 
medications: a course of chlorotrianisene (TACE), 
1 capsule three times a day for seven days and 
then 2 capsules daily for three weeks, proved 
disappointing ; methyltestosterone, 10 mg. daily for 
three weeks, had no effect on the lesions. How- 
ever, prednisolone, 15 mg. daily, resulted in con- 
siderable improvement in the large bullous lesion 
in two weeks, with complete absorption of the 
bulla fluid and marked smoothing of the surface 
in five weeks. The urethral lesion appears smaller 
and less granular. The dosage has now been re- 
duced to 10 mg. daily. It will be interesting to 
note the outcome of this treatment. 


Cutaneous Hodgkin’s Disease. Presented by 
Dr. R. G. Watton and Dr. R. D. Sace (by. 
invitation). 


A 31-year-old white woman has had recurring 
papular, pustular, and nodular lesions on her neck, 
trunk, and extremities since the age of 5. Exacer- 
bations have occurred in the winter. The present 
episode began in November, 1956. Pruritus has 
not been present. There has been no fever, cough, 
weight loss, or purpura at any time. 
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Studies done at another hospital in 1952 were 
normal, but a skin biopsy specimen was diagnosed 
as reticuloendotheliosis. 

The family history was negative. 

Examination of the skin shows numerous small, 
red, papular, pustular and nodular lesions on the 
trunk, neck, and extremities, sparing the face, 
palms, soles, and mucous membranes. There are 
scattered macular scars and healed lesions. Mild 
scaling due to ultraviolet-light treatments is 
present. 

General examination is normal except for slight 
lymph node enlargement of the left cervical chain. 
Liver and spleen are not palpable. 

Chest x-ray, complete blood count, sedimentation 
rate, and urinalysis are normal. 

Biopsy specimen is from a papular lesion on the 
right forearm near the elbow, taken on Dec. 15, 
1956. It presents an epidermis showing focal 
hyperkeratosis, as well as focal parakeratosis con- 
taining a linear zone filled with polymorphonuclear 
leukocytes and eosinophils. The rete Malpighii 
exhibits irregular acanthosis, spongiosis, and al- 
ternating narrow tapered and broad rete projections 
of fairly uniform length. The basal layer is in- 
tact, although the epidermis is widely infiltrated 
with eosinophils and pyknotic nuclei. The most 
striking changes occur in the dermis, ‘where a 
patchy, often somewhat confluent, infiltrate sur- 
rounds the appendages and vessels. This infiltrate 
is composed of numerous eosinophils, lymphoid 
cells, large, pale, nucleated monouclear cells, and 
numerous atypical large cells of the “reticulum” 
type. These cells present large, irregular, lobulated 
or reniform hyperchromatic nuclei and variable 
quantities of homogeneous or finely reticulated 
eosinophilic cytoplasm, usually without distinct cell 
borders. Some are characteristic Reed-Sternberg 
cells. A considerable number of these cells exhibit 
mitotic figures, and while no Pautrier’s abscesses 
are seen, a few similar atypical cells infiltrate the 
epidermis. The infiltrate is somewhat focal, and 
some lateral zones of dermis. in the biopsy speci- 
men are free of involvement, although in the 
region of the lesions the cells extend in irregular 
strands to the subcutaneous junction. There is 
focal edema of the intervening dermis. Although 
mycosis fungoides is suggested, the appearance of 
the forearm lesion is that of Hodgkin’s disease. 
(Pathological description given by Dr. A. J. Cox.) 


Discussion 


Dr. WALTER E. Weser, Santa Rosa, Calif.: The 
histology of these lesions showed a marked pro- 
liferation of benign reticuloendothelial cells with a 
fair number of chronic inflammatory cells. Be- 
cause of the long chronology of the eruption and 
the obvious benignity I believe that this may well 
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be classified as a benign reticuloendotheliosis. I 
do not believe that such a disease process has to 
fit in specifically with either Hand-Schiiller-Christ- 
ian disease, Letterer-Siwe disease, or eosinophilic 
granuloma. These, in my opinion, are clinical 
diagnoses of the same basic pathological process. 
I do not believe that these three diseases can be 
differentiated histologically. They, of course, differ 
in their morphological appearance clinically, the 
age group affected, and last, but not least, prog- 
nosis. 

Dr. Ervin Epstein, Oakland, Calif.: A patient 
with an ulcer developing in a burn was presented 
before the Highland Hospital Tumor Board last 
week. Biopsy revealed a squamous-cell epithelioma. 
When therapy was discussed, I stated that the 
lesion appeared clinically to be benign and that I 
would treat it with elastic adhesive bandages. The 
chairman, who is the pathologist of the hospital, 
asked if I did not believe in pathology. I assured 
him that pathology was all right in its place. 
This is true in this case also. Obviously, this 
is not Hodgkin’s disease. I would appreciate a 
further explanation from Dr. Weber as to what 
he means by “benign reticuloendotheliosis.” 

Dr. WALTER E. Weser, Santa Rosa, Calif.: I 
do not believe that one could classify the histo- 
logical picture in this case in the parapsoriasis 
group. As a matter of fact, I feel that reticulo- 
endotheliosis is a more definite diagnosis than 
parapsoriasis. I am not so sure exactly what 
parapsoriasis is and have yet to see a case presented 
at a meeting where there wasn’t a great deal of 
discussion regarding the diagnosis of parapsoriasis. 
I agree with Dr. Epstein; this surely is not a 
case of Letterer-Siwe disease or Hand-Schiiller- 
Christian disease but is probably a benign second 
cousin of these disease processes. At least they all 
have something in common, namely, reticuloen- 
dothelial hyperplasia. I label this a benign reticulo- 
endotheliosis because the patient has had these 
lesions since she was 5 years old and is now 
apparently very healthy and relatively asympto- 
matic. This surely rules out a malignant process. 
Until we know more about the reticuloendothelial 
system and perhaps the entire group of reticulo- 
endothelial hyperplastic diseases and lymphomatous 
processes, I can think of no better term than benign 
reticuloendotheliosis. 

Dr: R. G. Watton, Modesto, Calif.: This 
woman was studied initially several years ago at 
the University of California, and they did make 
a diagnosis on pathological examination there of 
a_ reticuloendotheliosis. I wonder if somebody 
from U. C. here, who, I think, has looked at the 
more recent slides and also the old slides, may 
just say a few words. I think it is rather im- 
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portant in a woman at this age that we do reach 
a definitive diagnosis. 


Dr. R. NEAL SCHNEIERMAN: Dr. Bostick looked 
at these slides several days ago. There were two 
pathological specimens, one from 1944 and one 
from 1952. He said he would have diagnosed the 
slides from 1944 as cutaneous Hodgkin’s disease. 
From the slide from 1952 he would have gone 
along with the diagnosis of reticuloendotheliosis. 
He didn’t look at the more recent specimens. 


Dr. JoHN Frericus: I think that the section 
shows the picture which, if it occurred in a 
patient who had diabetes insipidus, et cetera, no- 
body would hesitate to diagnose as Schiiller- 
Christian’s disease. I always feel a bit at sea 
when I use the term, or hear the term used, of 
reticuloendotheliosis, although I am gradually get- 
ting to know what people mean by it, and if it 
did attain wider use as a term I would be happy 
enough to say this is a benign lesion in which there 
is hyperplasia and cellular atavism, too, of reticulo- 
endothelial cells and some peculiar other reaction 
where they are eosinophilic. Considering the dura- 
tion, particularly, the evolution of the lesions, and 
the fact that these various diagnoses have been 
put upon in the past, a rather general term, perhaps 
benign reticuloendotheliosis, is about as good as 
you can-do. So far as matching it up with any of 
the named and known lipoidoses, at the time of 
this slide it looks more like the microscopic pic- 
ture of Schiiller-Christian’s disease than any of 
the others, although I realize the feeling that one 
has to have a syndrome before one can make this 
diagnosis. 

Dr. Ropvertck D. Sace (by invitation): The 
history is of tremendous interest in this case. 
This patient has had her disease since the age of 
5. When she was 8 years old, she underwent a 
tonsillectomy at the University Hospitals, Uni- 
versity of Oklahoma, with the hope that it would 
improve her lesion, but it didn’t. Dr. Frances Tor- 
rey told me that she is familiar with this patient. 
Over the past 12 years she has seen her in much 
worse condition, with many pustules, some of which 
had necrotic centers. Today she was quite amazed 
at the improvement. A month ago, when I saw this 
woman, she had many small erupting pustules but 
certainly appeared about as well as she does now. 
This is a puzzling case and certainly makes one 
wish to reevaluate the criteria for the dir enosis 


of lymphomas and malignant or benign r_ culo- 
endothelial disease. It is important that tre ment 
should remain very conservative in view /f the 


history. Recently she has done very well on 
ultraviolet-light baths and bland tar ointment. 


Alopecia Universalis. Presented by Dr. Ear R. 
CuarporneE, Park Air Force Base, Alameda, 
Calif. 


This 29-year-old man was admitted to U. S. 
Air Force Hospital at Park Air Force Base 
today with a history of alopecia universalis. The 
patient stated that in October, 1956, he began to 
lose hair from the shaving area and later lost 
hair from the scalp. He has continued to lose all 
his hair with the exception of a few strands in the 
axillae and on the forearms. He gave a negative 
history for intake of drugs, tonics, or any sub- 
stances that might be incriminated as an etiological 
agent for alopecia. He worked as a supply man but 
denied contact with tetraethyl lead or other known 
causes of alopecia. The patient was referred to 
a psychiatrist and given complete clearance, with 
a recommendation that endocrinological evaluation 
should be accomplished. He also gave a history 
of gaining approximately 30 Ib. in spite of a 
reducing diet during the past three months. Past 
and family history is noncontributory. 

Physical examination reveals a well-developed, 
well nourished man, with complete absence of 
hair, with the exception of a few strands in the 
axillae and on the arms. The fingernails are 
brittle, lusterless, and friable. There are no other 
apparent abnormalities on initial examination. Since 
this patient was admitted to the hospital today, 
endocrinological and laboratory data have not been 
completed. 


He is presented tonight for suggestions and 
treatment recommendations. 


Discussion 


Dr. Ervin Epstern, Oakland, Calif: Many 
of these patients respond to cortisone, but with- 
drawal of the corticosteroid results in loss of the 
newgrown hair. I would like to report one such 
patient who has been taking cortisone for three 
years and is now maintaining his hair after with- 
drawal of that agent. His alopecia was tniversal 
and was of six years’ duration. The dosage 
fluctuated between 25 mg. and 75 mg. per day. 
There were no complications to the treatment. 

Dr. Kempe H. Downy: In the last 10 years 
I think I have seen two of these cases—well, 
longer than that, since I saw one of them in the 
service just before I was discharged. I saw him 
again a few years ago—three years, I think—in 
my office, and he had had complete regrowth of 
all of his body hair and his scalp hair. He had 
had no medication whatsoever. My feeling is that 
in a man with this type of thing there is a pretty 
good chance that his hair might come back on his 
body, and I think, perhaps, tincture of time will 
be the best treatment for him. 
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Dr. Mortimer S. FALK, Reno, Nev.: I should 
like to agree, at least in part, with what Dr. 
Epstein said. Tincture of time may cure many 
cases of alopecia areata. In the relatively mild 
cases patients will usually wait, but with rapidly 
advancing hair loss they soon become discouraged. 
In these cases I have found that I had to resort 
to the use of steroids. With discontinuance of the 
hormones many patients experience recurrence. 

I recently saw a woman whom I had seen 
initially about three years ago with just a fringe 
of hair on the anterior surface of her scalp. Her 
hair regrew completely when she was given care- 
fully administered steroids.. She subsequently 
moved to Seattle and began to lose her hair 
quite rapidly. She was treated there without 
steroids and regressed almost, but not quite, to 
the condition she was in three years ago. When 
she returned, I began to give her steroids again 
(compound F), and within four weeks her hair 
began to regrow. She has had no untoward 
effects, but she is followed closely and the dosage 
is carefully prescribed. 


Dr. Epstein said that many patients tolerate 
the use of cortisone for long periods of time, 
and that is probably true. I believe, however, that 
pathologists have shown that there is adrenocortical 
atrophy with prolonged use of steroids in moderate 
dosage. For this reason I feel that these patients 
should be given corticotropin in fairly large dosage 
(depending on the amount of cortisone they are 
taking) at biweekly, weekly, and semiweekly inter- 
vals. 


SAN FRANCISCO DERMATOLOGICAL SOCIETY 


March 8, 1957 


Porphyria Cutanea Tarda. Presented by Dr. JoHN 

H. Epstern and Dr. NorMAN N. EPSTEIN. 

A 36-year-old Negro man, who had been well 
until six years ago, first noted blisters on his knees 
and the dorsa of his hands. In addition he noted 
that the skin rubbed off these areas easily and left 
scars and “white” papules. This has persisted to 
the present, the pinna of each ear and the elbows, 
forearms, legs, and feet being involved at times. 
The lesions consistently followed trauma. The 
conjunctiva have been red and painful on several 
occasions, but his vision has remained good. 

On Feb. 25, 1957, the patient injured his right 
leg while at work and received penicillin and an 
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Dr. Epwarp J. RincGrose, Berkeley, Calif.: I 
would like to ask if this man has had pregnenolone 
methyl ether. Dr. John Lamb, in the proceedings 
of the Pacific Dermatological Association meet- 
ing (1956) has mentioned the use of pregnenolone 
methyl ether in alopecia areata with success in a 
few patients. I have had success in one patient 
with alopecia areata of long standing, which, by 
itself, doesn’t mean much. This drug is supposed 
to be perfectly harmless. Two weeks’ supply costs 
about $8, and it might be worth trying. 

Juvenile Xanthoma. Presented by Dr. Epwarp J. Rine- 
ROSE, Berkeley, Calif. 

A Case for Diagnosis: Lupus Erythematosus? So-Called 
“Chilblain Lupus of Hutchinson? Presented by Dr. 
Wa ter E, Weser, Santa Rosa, Calif. 

A Case for Diagnosis: Pr ted by Capt. G. B. Sxrp- 
wortH (MC), Letterman Army Hospital (by invita- 
tion). 

A Case for Diagnosis: Presented by Dr. H. Josrpn, 
Vallejo, Calif. ; 

A Case for Diagnosis: Presented by Dr. Rocer J. Burk- 
HaRT, San Jose, Calif. 

Tuberculoid Leprosy. Presented by Dr. H. M. Scunet- 
MAN and Dr. Warren K. Hansen, Stanford Service 
at San Francisco Hospital (by invitation). 

Rendu-Osler-Weber Disease (Hereditary Hemorrhagic Tel- 
angiectasia). Presented by Dr. Davin R. Taytor, 
Fresno, Calif. 

Colloid Milium (Colloid Degeneration of the Skin). 
Presented by Dr. Davip R. Taytor, Fresno, Calif. 
Keratosis Pilaris. Presented by Dr. Martin Ascu, Sac- 

ramento, Calif. 

A Case for Diagnosis: C ital Eetodermal Defect? 
Scleroderma? Presented by Mayor Eart R. CLAIBORNE 
(MC), Park Air Force Base, Alameda, Calif. 

A Case for Diagnosis: Papular Acne Rosacea? Lupus 
Miliaris Disseminatus Faciei? Rosacea-Like Tuberculid 
of Lewandowsky? Presented by Dr. J. P. Mark. 








antitetanus injection. That evening he developed 
severe conjunctivitis and burning of the eyes. This 
has subsided since, and the injured site is healing. 

The patient has never had red or dark urine and 
has had no difficulty with the sun. The only con- 
sistent factor appears to be trauma. Family history 
is negative for porphyria symptoms. Past history 
reveals no symptoms of acute intermittent por- 
phyria and no liquor intake in the last six years. 

The physical examination was normal except for 
the dermatologic findings. The skin showed a large 
denuded area on the right anterior lower leg. There 
were multiple pigmented scars on the legs, arms, 
elbows, knees, dorsa of hands, and pinna of each 
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ear. In addition there were multiple milia in the 
scarred areas. The conjunctivae were severely in- 
jected. 

The laboratory examination revealed an essen- 
tially normal complete blood count and urinalysis. 
Wood’s light examination of the urine was negative 
for fluorescence, but qualitative chemical urinalysis 
was positive for uroporphyrin and coproporphyrin. 
The BSP liver function study showed normal liver 
function. 


Discussion 


Dr. Rees B. Rees: Dr. Zeligman pointed out 
that with the Wood’s light you might be able to 
pick up porphyria just by checking the urine; in 
this instance there was no fluorescence, and the 
qualitative examination for uroporphyrin was posi- 
tive. I would have made the diagnosis of acquired 
epidermolysis bullosa, but with that finding I think 
we'll have to assume that he has porphyria until 
proved otherwise. There should be quantitative 
studies. 

Dr. Kemp H. Dowpy: I wonder if these urines 
aren't actually normal. I’d like the discussers to 
bring this out and clarify it for us. The Wood’s 
light would be wonderful if actually there were 
enough of the porphyrins to show up. It takes a 
great deal of them in a urine to show with a 
Wood's light. The qualitative findings, as I under- 
stand them, aren’t too definite, and I think they 
can be found in certain so-called normal urines. 


Dr. Herbert L. JosepH, Vallejo, Calif.: Bulla 
formation at sites of trauma, particularly over bony 
prominences, is diagnostic of epidermolysis bullosa, 
and I believe that is the diagnosis here. The 
presence of uroporphyrins in the urine does not ex- 
clude this diagnosis. This condition is rare in 
Negroes. Dr. Frank Witherspoon and I reported 
four cases of epidermolysis bullosa in siblings— 
two Negro children in each of two different 
families (A. M. A. ArcH. Dermat. & SypuH. 63: 
500-502 [April] 1951). One of these children had 
porphyria. It is my impression that porphyria 
cutanea tarda is due to light sensitivity rather than 
physical trauma. 

Dr. RicHARD SKAHEN, Redwood City, Calif.: 
There is a whole group of carotenoids, bile pig- 
ments, and all sorts of things that fluoresce very 
nicely in the ranges of uroporphyrins and copro- 
porphyrins. Gross examination of the urine with 
Wood’s light is meaningless and can be misleading. 
The other problem that comes up as to the nor- 
mality of the findings—coproporphyrin III can 
be found in urines as an incidental finding. With 
adequate extraction if one finds uroporphyrins it 
is a pathologic finding. 

Dr. Joun Epstern: In regard to the problem of 
acquired epidermolysis bullosa, it seems probable 


that at least some of the patients with this diag- 
nosis in the past actually had porphyria. The study 
for porphobilinogen, as mentioned by Dr. Mann, 
appears to be of value only in the acute inter- 
mittent and mixed types of porphyria and, accord- 
ing to Swartz and others, doesn’t occur in the 
cutanea tarda variety either in the liver or in the 
excreta. We feel that this patient points out 
certain facts in relation to porphyria cutanea tarda. 
First, it is rare in Negroes in this country. Another 
striking finding in this patient was the marked 
milia formation in the denuded areas. The patient 
emphasized the importance of trauma in the forma- 
tion of his lesions and denied any relation to solar 
exposure. I think this brings up an important 
point; that is, we frequently are unable to corre- 
late sun exposure directly with the actual forma- 
tion of lesions in this type of porphyria. In fact, 
only Wells and Remington and Paul and Thyres- 
son have been able to produce the lesions by 
controlled light exposure experiments. As we 
know, the erythropoietic and, to a much less extent, 
the cutanea tarda types of porphyria are photo- 
sensitive. In the erythropoietic variety there is a 
large amount of circulating free uroporphyrin 
which is a potent photosensitizer. In the cutanea 
tarda type most of the uroporphyrin is combined 
in a zinc complex. This perhaps is the reason 
that we don’t have as strong a photosensitivity 
element in the cutanea tarda variety as the erythro- 
poietic form. In the nonphotosensitive acute 
intermittent porphyria there is very little uropor- 
phyrin present. In fact, Redecker mentioned that 
fresh urine specimens have very little, if any, uro- 
porphyrin. Swartz and his group found only the 
porphyrin precursor, porphobilinogen, in the liver 
of this acute intermittent type. One last point, as 
Dr. Rees has stated, is that the Wood's light is not 
a definite screening test im these conditions, and 
laboratory analysis should be done to make the 
diagnosis. There may be small amounts of uro- 
porphyrin in normal urines (up to 254g). This 
will not be detected as a rule by qualitative tests. 
In certain disease conditions, such as lymphomas, 
other malignancies, rheumatic fever, rheumatoid 
arthritis, and lead poisoning, porphyrinuria may 
occur (even uroporphyrin and porphobilinogen, as 
well as coproporphyrin may be elevated) in the 
urine. However, the porphyrins are not present in 
the large amounts noted in porphyria. 


Case for Diagnosis: Lymphoma? Reticuloendo- 
theliosis? (Hand-Schiiller-Christian Type). 


Presented by Dr. HAroLp M. SCHNEIDMAN and, 
(by invitation) Rotr E, JoHNseNn, San Fran- 
cisco. 


A 6-year-old Negro girl has had a generalized 
eruption of the skin since March, 1956. The child 
was in good health until March, 1956, when she 
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developed an asymptomatic, papular eruption of 
the face, which soon spread to the trunk and ex- 
tremities and remained unchanged to the present 
date. She had a number of episodes of tonsillitis 
and other upper respiratory infections in the same 
period, and the white cell count has remained at 
12,000-16,000, with a high of 38,000 in November, 
1956. A small number of blast forms have been 
present consistently in the blood smears. A single, 


small nodule was removed from the right 10th rib : 


and was diagnosed as suggestive of lymphosarcoma. 
Past and family histories are noncontributory. 
Physical examination shows an alert, well-de- 
veloped Negro child in no distress. She has a 
generalized, symmetrical eruption consisting of 
flesh-colored and pigmented, 1 to 4 mm., smooth 
papules. The liver and spleen are enlarged. 
Cervical adenopathy is present. No exophthalmos 
is evident. 

Laboratory findings were as follows: RBC (Feb., 
1957) 3,360,000; Hb 10.2 gm.; WBC 16,000—52 
PMN, 7 E, 22 L, 19 M, with 2 atypical L. Urine 
normal; Bence Jones protein negative. Fasting 
blood sugar 102 mg. per 100 cc.; serum cholesterol 
191 mg. per 100 cc.; total serum lipids (serum 
clear) report not yet available; S. T. S. negative; 
C-reactive protein normal. Skull, chest, long-bone 
survey x-rays normal. Bone marrow: increased 
numbers of lymphocytes and plasma cells; marked 
increase in monocytes and reticulum cells; no foam 
cells seen; erythyroid elements present in decreased 
numbers; myeloid maturation seems normal, with 
perhaps increased young forms; rare megakaryo- 
cyte. Biopsy specimen slides of skin and rib are 
presented. 


Discussion 


Dr. Eucene M. Farser, San Francisco: This 
child has had a cystic lesion of the rib. Biopsy 
showed a picture of lipid storage disease. The 
presence of a cyst in membranous bone, plus 
the progressive enlargement of the liver and the 
spleen, plus the undulating course of the cutaneous 
picture, places this more in the category of Hand- 
Schiiller-Christian disease. If this is the diagnosis, 
the child will have more bone disease. The dis- 
comfort in regard to expanding of the liver and 
spleen will have to be contended with. The rib 
biopsy was done while the child was under the 
Stanford pediatric service at the County Hospital, 
and we didn’t have an opportunity to see the child 
at the time. It was detected on a screening of all 
bones with x-ray. The lesion was removed to 
establish a diagnosis. 


Incontinentia Pigmenti. Presented by Dr. H. M. 
ScHNEIDMAN and Dr. A. H. Snyper (by invita- 
tion). 

In this 4%4-year-old Mexican girl hyperpig- 
mented “spots” were noted by the parents when 
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the child was 2% years old but may have been 
present earlier. Alopecia had been noted since 
birth. In December, 1953, bilateral cataracts were 
noted for the first time. A diagnosis of chondro- 
dysplasia calcificans congenita was established at 
birth clinically and by x-ray. At the age of 2 
years the child was adopted by her aunt. No 
familial abnormalities could be elicited. The preg- 
nancy was uneventful. The trunk and limbs showed 
hyperpigmentation arranged in whorls and linear 
configurations and striae in a retiform pattern. The 
scalp showed patchy alopecia. The general examina- 
tion showed a healthy-appearing child, whose 
physical growth was at the level of 18 months, 
established by testing and grids. Her mental de- 
velopment was at the normal age. There was an 
immature cataract of the right eye. A cataract and 
esotropia of the left eye had been recently operated 
upon. : 

Laboratory examinations revealed routine CBC 
and urinalysis to be normal. Early x-rays revealed 
that the limb bones were short and the bone age 
was retarded. There were premature calcifications 
of multiple cartilaginous areas of the skeleton. 
Recent x-rays revealed marked absorption of cal- 
cium deposits and maturation of the bones. Slides 
are presented from biopsy specimens of a hyperpig- 
mented area of the trunk and a stria on the thigh. 


Discussion 


Dr. Davin R. Taytor, Fresno, Calif. : I presented 
a similar case before this society in 1954 and then 
represented the case in Los Angeles, at which time 
Nelson Paul Anderson saw the patient. It was his 
opinion that you could prognosticate favorably in 
these problems regarding the cutaneous component, 
and I believe that is true here. This youngster is 
actually improved, according to the aunt, over the 
pattern that was demonstrated a year ago. 

Dr. H. M. ScunemMAN: As Dr. Taylor has 
said, the prognosis with regard to the skin lesions 
is very good. What trouble does arise is with the 
congenital anomalies which usually coexist. 


Chronic Perniones. Presented by Dr. E. M. 
FARBER and (by invitation) Dr. ANnrHony P. 
Moreci and Dr. Ropertck D. SAGE. 


A 56-year-old white man states that he froze 
his feet in 1910 and again in 1924. Since 1924 he 
has noted frequent wintertime episodes of painful 
feet, with some swelling, cyanosis of the toes, and 
weeping dermatitis. This was relieved for several 
years when he lived in a warm climate. In the 
summer of 1956 he noted pain in the arches of his 
feet. He was told that the muscles were shortening 
and he was treated unsuccessfully with procaine 
injections. There is no history of claudication or 
sensory changes. A recent episode of edema and 
dermatitis of the feet has subsided. 
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Physical examination was unremarkable except 
for the cyanotic, cold, slightly moist toes. The 
plantar fascia is somewhat thickened. The peri- 
pheral pulses are easily felt, and there is hair 
growth on the dorsa of the toes; slight weeping 
dermatitis is present about the large toenails. No 
marked elevation pallor or dependency rubor is 
seen, and venous filling time is normal. Routine 
laboratory studies are normal. X-rays of the feet 
showed only minimal distal bone demineralization. 
A Landis reflex vasodilatation test showed very 
poor response in the feet. Plethysmographic study 
of the left second toe showed markedly diminished 
blood flow despite heating of the body. Following 
left lumbar paravertebral sympathetic block the 
temperature of his left foot rose, and the blood 
flow increased to normal limits. 


Discussion 


Dr. Epwarp J. Rincrose, Berkeley, Calif.: I 
have had success in one case, a woman who had 
chilblains of her hands. She had a great deal of 
trouble in the wintertime, especially while skiing. 
She has been made comfortable the last two winters 


by the use of Roniacol tartrate (a vasodilator 
producing prolonged effects) 50 to 100 mg., t.i.d. 
Dr. RopertcK D. SAGE: We examined the pa- 
tient from several angles. First we did a Landis 
reflex vasodilatation test with one arm immersed 
in warm water. There was no evidence of reflex 
vasodilatation in his feet. Next we did plethysmo- 
graphic studies of his left second toe while heating 
the body in the constant temperature room. Blood 
flow to the toe did not increase. After this a 
sympathetic block was done at L2. A very dramatic 
rise was noted in blood flow to the left foot and 
toe, over which the plethysmographic cup was 
located. We recorded at this time a three- to four- 
fold increase in blood flow. His toe warmed rapidly, 
and he noted subjective warmth in his foot, the first 
in 30 years. We feel that by this means we have 
an excellent method, both qualitatively and quan- 
titatively, of measuring the response to sympatho- 
lytic measures. 
Carcinoma in Situ. Presented by Cor. R. M. Wittiams 
(MC), U. S. Army (by invitation). 
Urticaria Pigmentosa. Presented by Capt. G. B. Sxip- 
wortH (MC), U. S. Army. 
Tuberculoid Leprosy. Presented by Dr. Paut Fasat. 
Branchial Sinuses. Presented by Dr. Patrick G. BuTLer. 
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THE COLLAGENASELIKE ENZYMES OF SKIN-PENETRATING HELMINTHS. Ropert M. LEWERT 
and CHANG-LinG Leg, Am. J. Trop. Med. 6:473-477 (May) 1957. 


The penetration of skm-penetrating helminths seems to be an enzymatic activity. The authors 
studied the infective larvae of Schistosoma mansoni and of Strongyloides. They found that 
as these parasites penetrates from the epidermis into the dermis the basement membrane of the 
dermis disappears and there is a profound change in the ground substance of the dermis at the 
point of penetration. From histochemical and other studies they concluded that the effects are 
produced on the glycoprotein-containing material of the skin. They noted that the conditions 
which produced an increased polymerization of the acellular elements of the connective tissue de- 
creased penetration by Schistosoma cercariae and by Strongyloides. In older animals, for ex- 
ample, the increase in the basement membrane and the ground substance of the dermis seemed to 
inhibit penetration. In young hypophysectomized rats the basement membrane becomes thickened 
and more highly polymerized. The authors found that larvae were unable to pass the basement 
membrane and that those that were capable of doing so took a much longer time in the hypophy- 
sectomized animals than even in aged rats. They found that the helminths produced these effects 
by a collagenase type of enzyme. From several studies they concluded that the enzyme was similar 
to the one produced by bacteria but yet could be distinguished from the collagenase of Clostri- 
dium welchii. They also investigated the inhibitors of the cercarial enzymes found in the serum 
of various infected animals. They also studied human serum and concluded that there is a 
heat-stable inhibitor of the enzyme which is present in both normal and infected persons. The 
inhibitor increases in amount after infection and is distinct from serum trypsin inhibitor but, 
like it, is found in the region of the rapidly moving a-globulins rather than with the B- or 
y-globulin fractions. The nature of the inhibitor is not known. 

H. Bianx, Miami, Fla. 


CORTISONE AND PREDNISONE IN THE SUPPRESSION OF ALLERGIC REACTIONS TO DIETHYLCARBAMA- 
ZINE TREATMENT OF ONCHOCERCIASIS. EpwArp K. MARKELL and JERROLD TuRNER, Am. J. 
Trop. Med. 6:546-552 (May) 1957. 


In treating onchocerciasis allergic reactions sometimes occur. They also may appear 
spontaneously during the course of the infection. These are known in Mexico as mal morado 
and in Guatemala as erisipela de la costa. The authors found that cortisone or prednisone was 
very effective in reducing the incidence and severity of this reaction which occurs after treat- 
ment of onchocerciasis with diethylcarbamazine (Hetrazan). 


ANTERIOR PITUITARY PREPARATION WITH Tropic ACTIVITY FOR SEBACEOUS, PREPUTIAL AND 
HARDERIAN GLANDS. ALLAN L. Lorincz and GreorGINA LANCASTER, Science 126:124-125 
(July 19) 1957. : 

Further work has been done on the sebotropic pituitary hormone which shows a distinct 
effect on sebaceous, preputial, and Harderian glands in the rat. In an earlier study it was 
observed that in mature, ovariectomized white rats hypophysectomy results in atropliy of 
cutaneous sebaceous glands and loss or greatly diminished responsiveness of these glands to 
the growth-stimulating effect of progesterone or testosterone. Preparations of the known 
pituitary hormones all failed to restore responsiveness of sebaceous glands to stimulation by 
progesterone. The authors report the preparation from residues of hog pituitary glands, from 
which the corticotropin, thyrotropin, and somatotropin had been largely removed, of a hormone 
which has the effects they ascribe to a sebotropic substance. The response of Harderian 
glands does not require the simultaneous presence of a steroid hormone such as progesterone, 
as is the case with the responses of preputial and cutaneous sebaceous glands. The authors 
point out that their extract is still impure and that there is a remote possibility that the effects 
which they have noted have resulted from some unusual combined action of known pituitary 
hormones, but they also indicate that they will continue their studies to define the sebotropic 
extract more specifically with the hope of getting out the hormone in a purer form. 
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They also note parenthetically that they have the impression that this extract influences hair 
follicle and surface epidermal growth and thickness, but as yet they have not been able to 
quantitate this observation. 

BLank, Miami, Fla. 


MECHANISM OF RETICULOENDOTHELIAL SToRAGE. N. MELczer and J. Kiss, Nature, London 
179 :573 (March 16) 1957. 


Reticuloendothelial storage results in an accumulation of microheterogenic and colloidal liv- 
ing and nonliving particles linked to protein circulating in the blood stream. Intravenous trypan 
blue was used to demonstrate reticuloendothelial storage, which was inhibited completely by 
agents blocking synaptic junctions, such as procaine, calcium chloride, and potassium chloride. In 
vitro experiments showed accumulation of storage and increased electric potential at points 
of stimulation by histamine. The authors conclude that storage is the result of an increase in 
permeability and electropositivity of the cell membrane. 

Monash, Miami, Fla. 


Aw “Auto-IMMUNE” REACTION AGAINST HUMAN TISSUE ANTIGENS IN CERTAIN CHRONIC 
Diseases. D. C. Gaypusek, Nature, London 179 :666 (March 30) 1957. 


Using saline suspensions of finely homogenized human tissues as antigens, the author has 
been able to demonstrate specific complement fixation in some cases in very high titer with 
human sera from patients suffering from a number of diseases, such as disseminated lupus 
erythematosus, macroglobulinemia, lupoid hepatitis, and chronic biliary nonobstructive cirrhosis. 
Gamma globulin precipitated from a number of positive sera appeared to possess all the 
activity. The above findings would tend to indicate the presence of antibodies against certain 
components of human tissue and may explain pathogenesis of the collagen diseases. 

MonasH, Miami, Fla. 


INFLUENCE OF SOME FACTORS ON THE RELATIVE EVAPORATION RATE FROM THE SKIN OF CATTLE. 
A. BerMAN, Nature, London 179 :1256 (June 15) 1957. 


In a study of the evaporation rate from various parts of the body of the cow, Berman 
used a method of measurement which may find application in the study of human skin. It is 
based upon the color changes upon hydration of anhydrous cobalt chloride. A solution of 10% 
cobalt chloride was absorbed in filter paper which was afterward dried, then cut into small 
disks of equal size, dried once more at 105 C overnight, and finally transferred in test tubes 
to a desiccator. To measure evaporation, a disk was introduced into a small cylindrical glass 
cup which was immediately pressed onto the skin. The time taken for the color of the disk 
to change from violet to bright rose was recorded by a stop watch. The time of color change 
is inversely proportional to the evaporation rate from the skin. 

MonasH, Miami, Fla. 


AMINO-AcID SEQUENCE OF THE a-MELANOCYTE-STIMULATING HorMoneE. J. [EUAN HArris 
and Aaron B. Lerner, Nature, London 179 :1346-1347 (June 29) 1957. 


From the posterior lobes of pig pituitary glands Lerner and Lee in an earlier study isolated 
two different, highly active, melanocyte-stimulating polypeptides which were designated as a- 
and B-MSH. In the present study the authors report the results of their investigation of 
a-melanocyte-stimulating hormone which resulted in the elucidation of the amino-acid sequence 
of this polypeptide. It is of considerable interest that they found that the 13 amino acids 
which this hormone contains are identical with 13 of the amino acids in corticotropin and are 
present in exactly the same sequence as in corticotropin. The major difference seems to be 
a group on the terminal serine, and the nature of this group is not reported at this time. 
There is a greater difference in the structure of B-MSH according to the authors, but this 
polypeptide also contains most of the same amino acids in the same sequence as do a-MSH 
and corticotropin. The authors indicate from some of their experiments that corticotropin can 
be changed into a predominantly melanocyte-stimulating substance, and this suggests that the 
terminal serine residue plays an important part in determining which of the two biological 
properties will predominate. Nevertheless, it seems probable that the essential minimum 
structure requirements for melanocyte-stimulating activity are to be found in the common 
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sequence, Met. Glu. His. Phe. Arg. Try. Gly, since the positions adjacent to it can be oc- 
cupied by either lysine or serine without effect on the biological potencies of the two sub- 
stances. 







Bank, Miami, Fla. 






EXAMINATION OF PATIENT BY Woop’s LicHt. F. RoNcHESE, Ann, dermat. et syph. 84 :252-268 
(May-June) 1957. 


Author makes a plea for wider use of a valuable diagnostic tool for dermatologists. Three 
important color changes are brilliant clear green in Microsporum tinea, sulfur yellow in P 
pityriasis rosea, and brilliant red orange in ulcerated purulent squamous-cell carcinoma. Lesions 
with the same clinical appearance do not fluoresce if they are not cancerous. The distribution 
of vitiligo and other pigmentary changes are studied much more precisely with Wood’s light. 
Numerous diverse dermatoses are brought into sharper focus (lentigo, poikiloderma of Civatte, 
syphilitic roseola, various types of eczema, lichen simplex chronicus, etc.). Together with 4% AL 
fluorescin it is useful in diagnosing scabies. Extensive bibliography. 





























Derses, New Orleans. 


POLYKERATOSIS OF TOURAINE: HEREDITARY PALMOPLANTAR KERATODERMA, WITH . HyPEr- 


HIDROSIS, ONYCHOGRYPOSIS, HyporricHosis, OssrEous DystropHy AND DENTAL Hypo- lit 
PLASIA. H. TuHrers and G. CHANIAL, Ann. dermat. et syph. 84:269-277 (May-June) 1957. be 
Clinical details and pedigree of the family given showing inheritance as a dominant (19 of a 
25 individuals involved, in four generations). af 
Derses, New Orleans. wi 
tin 
LETTER FROM SAIGON. B. Duperrat, Ann. dermat. et syph. 84:278-285 (May-June) 1957. as| 
The author passed a sabbatical in South Vietnam. The common skin diseases of that region ill 
include those caused by staphylococci as well as those caused by fusospirillary organisms. ‘Nl 
Syphilis is disappearing rapidly, but skin tuberculosis and especially leprosy are of great im- 
portance. There is no tinea capitis but much epidermophytosis. Skin cancers are rare but 
mucosal cancers are common, perhaps owing to betel nut chewing. Intensely pruritic lichenified mz 
prurigo is almost a national disease, involving 25% of patients. Jo 
Derses, New Orleans. 
HuMAN INFECTIONS CAUSED BY MYCOBACTERIUM ULCERATIONS: First CASE OBSERVED IN De 
Mexico. Pepro LAVALLE, Dermat.; rev. mex. 1:5 (July-Sept.) 1°56. of 
The clinical, histopathological, and bacteriological features of Bairnsdale’s disease are re- ize 
viewed. This condition was observed by MacCallum et al. in 1940 in Australia in several Be 
patients coming from the rural district of Bairnsdale. It is manifested by necrotic ulcerations im 
which may affect up to the subcutaneous tissue, causing a considerable amount of destruction. at 
The disease is caused by Mycobacterium ulcerans, an acid-fast organism which is found in h 
che 


abundant numbers in the tissues. The case reported is that of a Mexican peasant who presented 
a destructive ulceration of the left hand. Bacteriologic studies proved the diagnosis. 
CANIzARES, New York. " 
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An Experimental Study 


ALBERT M. KLIGMAN, M.D., Ph.D., Philadelphia 


“The poisonous weed, being in shape but 
little different from our English ivie; but 
being touched causeth reddness, itchings, 
and lastly blysters, the which howsoever, 
after a while they pass away of themselves 
without further harme; yet because for the 
time they are somewhat painefull, and in 
aspect dangerous, it hath gotten itselfe an 
ill name, although questionless of noe very 
ill nature.” 


The recorded history of poison ivy der- 
matitis begins with these words of Captain 
John Smith in 1609.* 


MeNair’s wonderful little book “Rhus 
Dermatitis” is the most complete treatment 
of the subject; in it knowledge is summar- 
ized up to 1923.1 The modern master is 
Bedford Shelmire; his original studies are 
impressive examples of biological research 
at the clinical level.2*7 Exclusive of bio- 
chemical accomplishments, the remaining 


Submitted for publication July 5, 1957. 

This work was supported by Lederle Medical 
Research Department, Research Division, American 
Cyanamid Company, Pearl River, N. Y. and the 
Research and Development Division, Office of the 
Surgeon General, Department of the Army, Con- 
tract DA-49-007-MD-154. 

*Smith, whose flare for romantic fabrications 
remains unexcelled, was apparently incapable of 
wholly accurate observations. In this case, he 
paradoxically inclines to understatement. Had he 
suffered the dermatitis himself, he questionless 
would not have been so generous in describing the 
plant as of “noe very ill nature.” Besides the 
plant is not dangerous in aspect. 





Poison Ivy (Rhus) Dermatitis 


literature is excessively preoccupied with 
prophylaxis and therapy; the yield there- 
from is not in proportion to the number of 
papers. 

The objective of this essay is to draw 
together current information. This effort 
will serve as the prelude to a subsequent 
paper which will deal specifically with the 
issue of Rhus hyposensitization.t The mat- 
ters discussed herein shed light on the 
general subject of allergic contact derma- 
titis, of which poison ivy dermatitis is 
merely a species. 


Botany 

The family Anacardiaceae includes many 
widely distributed species which are both 
noxious and useful. The baleful species, of 
which certain meinbers of the genus Rhus 
have achieved notoriety in the United States, 
have in common the capacity to induce a 
severe contact dermatitis. All the dermati- 
togenic Anacardiaceae are members of an 
immunologic cross reacting group owing to 
biochemical similarities of their antigens. 
Sensitization to one carries with at the ver- 
dict of allergic reactivity to the rest. 

Nature has allowed certain compensa- 
tions for the following dermatitis-produc- 


+ Dr. William Epstein participated in the field 


studies on soldier personnel at Fort Ord, Calif., 
and Dr. Joseph Corcoran on the inmates at the 
Philadelphia County Prison, Holmesburg, Pa. 


The younger subjects were retarded children in the 
New Jersey State Colony at Woodbine. 
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ing Anacardiaceae in that éach has some 
agreeable or economically useful property. 
1, Rhus verniciflua—the lacquer tree from 
which Orientals prepare a rich furniture 
lacquer. 2. Semecarpus anacardium—the 
India ink tree or marking nut used to stain 
clothing, often as a laundry mark. 3. Man- 
gifera indica—the mango, a delicious fruit. 
4. Anacardium occidentale—the cashew nut; 
an oil is obtained from the shell which is 
valuable in resin manufacture; the meat of 
the nut is a favorite delicacy the world over. 


No little mischief has resulted from the 
fact of cross sensitivity, particularly for 
sensitized Americans abroad, who mysteri- 
ously develop dermatitis in the absence of 
the poison ivy plant. Among life’s little 
tragedies which have their compensation in 
folk humor were the experiences of Ameri- 
can soldiers in Japan who inevitably came 
in contact with toilet seats and bars beau- 
tifully finished with Japanese lacquer! A 
similar plight befalls the poison-ivy-sensitive 
subject whose laundry has been marked with 
the juices of the India ink tree or who, 
savoring the harmless mango fruit, fails to 
avoid the rind. It may be noted in passing 
that not all the species of Rhus are “poison- 
ous” ; indeed, some are prized ornamentals. 
This hardly neutralizes the fact that Rhus 
species are by far the Number One cause 
of allergic contact dermatitis in the United 
States, the sufferers from which exceed in 
number the total of all other forms of al- 
lergic disease combined. Indeed, Rhus sen- 
sitivity is doubtlessly the prototype of 
allergic contact dermatitis in the United 
States, having afflicted the very first occu- 
pants of the land. 

One of these species, Rhus vernix, poison 
sumac or poison dogwood, mercifully has a 
limited distribution. It is a rather uncom- 
mon coarse shrub or tree, found only in 
woody swampy areas. It has an evil repu- 
tation, being commonly thought to be the 
most poisonous of the group. Most persons 
have never seen it, and its importance as a 
plant nuisance is negligible. The early set- 
tlers, before the land was cleared, developed 
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a healthy respect for it. There were some 
adventurers of botanical bent who have left 
vivid records of their studies.{ Incidentally, 
these observers probably performed, un- 
knowingly, the primal experiments on aller- 
gic contact dermatitis, though it was not 
until almost two centuries later that the 
concept of contact allergy was firmly estab- 
lished. To test the notion of its supposed 
greater virulence, I simultaneously applied 
bruised fresh leaves of Rhus vernix and 
Rhus radicans (poison ivy) to the backs of 
four persons with moderate degrees of 
sensitivity. The intensity of the dermatitis 
was the same. 

The two plants which are the chief 
source of Rhus dermatitis in the United 
States are poison ivy and poison oak. Their 
proper classification has long been a bone 
of contention among botanists. The taxo- 
nomic confusion stems from the morphologic 
variability of the plants. That they are 
closely related cannot be doubted. The bo- 
tanical argument relates to whether they are 
separate species or merely varieties. Poison 
ivy in particular, as if to emphasize its 
treacherous nature, appears in various 
guises, as a trailing recumbent plant, as an 
erect low bush or leaning shrub, or as a 
woody vine. 

This very plasticity has given the “split- 
ters” a chance to create more than 30 
species! The more conservative, and doubt- 
lessly more sensible, view is represented in 
the eighth edition of Gray’s famed Manual 
of Botany. Poison ivy is a single variable 
species, Rhus radicans, which contains sev- 
eral taxonomic varieties and forms. It is 
widely distributed in many different situa- 
tions, particularly throughout the northeast- 
ern United States and Canada. It may be 
separated from Rhus toxicodendron, poison 
oak, on morphologic grounds, by distribu- 
tion, and by habitat. Poison oak is a Pacific 
Coast species occurring in dry barrens, pine 


+ Rostenberg,® in a thoroughly delightful paper 
entitled “An Anecdotal Biographical History of 
Poison Ivy,” quotes extensively from the rich 
descriptions of Dudley and Kalm (about 1720 and 
1750, respectively). 
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POISON IVY DERMATITIS 


lands, and sands of California, Oregon, 
Washington, Mexico, and British Colum- 
bia. It is a fairly safe assumption that the 
related plant which occurs everywhere else 
in the United States is the more versatile 
poison ivy. Distinguishing morphologic fea- 
tures of poison oak are as follows. 1. It 
never occurs as a climbing vine or trailer 
2. The leaf stems (petioles) are hairy 
3. Both the upper and lower surfaces of the 
leaf are hairy or tomentose, while in poison 
ivy the undersurface may be hairy or 
smooth with the upper surface generally 
smooth. The leaf shape is variable in both 
species, but that of poison oak more con- 
sistently suggests an oak leaf. Rhus species 
occur in every state of the Union. 

As a rule, laymen and physicians are not 
aware of these taxonomic refinements and 
use the terms poison ivy dermatitis and 
poison oak dermatitis interchangeably. In 
this instance accuracy serves no practical 
purpose. Needless to say, the eruptions are 
identical, and the belief of some that the 
offending plant can be judged from the dis- 
ease is groundless. Californians often argue 
that poison oak is a more virulent species 
than its eastern relative. To test this point 
I simultaneously applied bruised poison oak 
leaves, freshly flown in, and poison ivy 
leaves to the skins of five subjects of dif- 
ferent degrees of sensitivity. A  distinc- 
tion was not evident. 

So important is Rhus dermatitis in the 
United States that it is too easy to forget 
that many other species of unrelated plants 
majcause allergic contact sensitivity. Mc- 
Nair! provides a lengthy list, and Shel- 
mire* has studied the problem specifically 
in the southwestern United States. None of 
these diverse plants can match Rhus species 
in allergenic potency, with the consequence 
that only occasional persons, having a spe- 
cial predisposition and probably intensive 
contact, ever become sensitized. Still, rec- 
ognition of this problem is quite important, 
for I have encountered several persons who 
had received prophylactic injections against 
Rhus dermatitis when, in fact, other plants 
were at fault! 
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z Chemistry 

The peak achievement in studies relating 
to poison ivy dermatitis has been the chemi- 
cal identification of the allergenic constitu- 
ents of the plant. These are precisely 
known, mainly through the splendid re- 
searches of Dawson and his collaborators 
of Columbia University, the world center 
of Rhus biochemistry.* Dawson has re- 
cently traced out the evolution of biochemi- 
cal knowledge in a remarkably interesting 
essay which takes pains to render the chem- 
istry understandable to the educated non- 
expert. 

About 100 years ago Khittel * undertook 
the first chemical investigation of the poison 
ivy plant; but he was deceived by the 
Indian belief that the dermatitis was ac- 
quired through some volatile emanation, and 
his work came to naught. 

The first significant advance in Rhus bio- 
chemistry was made by Majima *1% work- 
ing with urushiol, a yellow oil extracted 
from the Japanese lac tree (the term uru- 
shiol derives from kiurushi, the Japanese 
name for the sap). He postulated four 
antigenic components having the common 
skeleton of a catechol with a 15-carbon-atom 
side-chain of varying degrees of unsatura- 
tion in the 3 position. Upon saturation with 
hydrogen a single antigenic product, hy- 
drourushiol, resulted. McNair,* in 1921, 
studied poison oak, concluding that the ac- 
tive principle (lobinol) was a catechol with 
an unsaturated side chain whose position and 
structure he did not identify. Hill and his 
collaborators ** hydrogenated poison ivy 
urushiol (the oil extracted from the poison 
ivy plant). Obtaining a product identical 
with Majima’s hydrourushiol from Japanese 
lac, they wrongly concluded that the anti- 
genic components of the American and 
Japanese plants were identical. 

The salient findings of the Columbia re- 
searchers 1617 with poison ivy may be sum- 
marized as follows: There are four 
antigenic components. These are all 1,2- 
dihydroxy benzenes (catechols) with a 15- 
carbon-atom side-chain in the 3 position. 
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OH 
OH 


CisHs 


3-PENTADECYL— 
CATECHOL 
(HYDROURUSHIOL) 


Figure 1 


The only difference among the four anti- 
gens is the degree of unsaturation of the 
side chain. The saturated component (hy- 
drourushiol) illustrates the general structure 
(Fig. 1). The other three antigens are a 
mono-olefin (one unsaturated bond), a di- 
_ olefin (two unsaturated bonds), and a tri- 
olefin. Table 1 indicates the approximate 
proportions of the four antigens and the 
location of the double bonds and contrasts 
the findings with Japanese lac.!%18-19 

The sole chemical difference between 
Japanese lac and poison ivy is the position 
of one of the unsaturated bonds of the 
triolefin. The proportions differ also. 
Majima had come close to the truth. All 
are insoluble in water. 

The saturated component 3-pentadecyl- 
catechol (hereinafter called PDC) was first 
synthesized in crystalline form at Colum- 
bia®° in 1944 and shortly afterward by 


TABLE 1.—Proportions and Location of Double 
Bonds of Antigen in Poison Ivy and in 











Japanese Lac 
Poison Ivy Japanese Lac 
Component Side App. % Position App. % Position 
Chain Compo- of Unsat- Compo- of Unsat- 
sition urated sition urated | 
Bonds Bonds 
CiusHs1 3 SE 5 weed 
CisHes 20 8 25 8 
CisHer 55 8,11 15 8,11 
isH 35 22 8,11,14 55 8,11,13 
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Mason." It is the minor antigenic compo- 
nent in both poison ivy and Japanese lac. 
Being saturated, it is more stable but at 
the same time less chemically reactive than 
the unsaturated catechols. Its synthesis is 
more readily accomplished than synthesis 
of the olefinic components, and limited 
quantities have been made available for 
clinical studies. Keil ** has investigated its 
effectiveness in the treatment and prophy- 
laxis of poison ivy dermatitis; he *?* and 
his collaborators have found that poison- 
ivy-sensitive patients will uniformly react 
to patch tests with 1.0 and 0.1% concen- 
trations of PDC in acetone. It is superior 
to the variable crude plant extracts for 
routine epidemiologic patch testing. 

The mono-olefin has recently been syn- 
thesized by Loev**; this is no mean ac- 
complishment. 

The Columbia researchers??? have 
worked out the skeletal chemical structure 
of the three antigenic components of the 
immunologically related cashew nut shell oil. 
These are illustrated in Figure 2. 

During the last war, factory personnel 
and stevedores handling drums of cashew 
nut shell liquid were severely bothered with 
allergic dermatitis. The minor component, 
cardol, was the main source of the trouble.”® 
It may be seen that the chemical basis for 
the complete cross sensitivity between 
cashew nut shell oil and poison ivy is the 
common skeleton of 3-pentadecyl phenol. 
The relative degrees of cross reactivity of 
the antigenic components of cashew nut 
shell oil and the poison ivy allergens have 
been determined by quantitative patch test- 
ing.”° 

In summary, the antigenic composition of 
three immunologically related species of 
Anacardiaciae is precisely known. These 
are as follows: Rhus radicans (poison 


OH OH OH 
COOH 
CisHer CisHer HO CisHar 
ANACARDIC ACID CARDANOL CARDOL 
(3-PENTADECADIENYL- (3-PENTADECA- (S-PENTADEC A- 
2-CARBOXYPHENOL) DIENYLPHENOL) DIENYLRESORCINOL) 
Figure 2 
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ivy), Rhus verniciflua (Japanese lac), and 
Anacardium occidentale (cashew nut). Ex- 
pressed in general terms, all the antigens 
are phenols, catechols, or resorcinols with a 
15-carbon-atom chain, usually unsaturated, 
in a position meta to one of the hydroxyl 
radicals. The probability is very great that 
the antigens of other dermatitis-producing 
plants belonging to this cross reacting group 
will possess this general structure. The 
antigens in poison ivy and poison oak are 
probably identical. 

Relationship Between Chemical Structure 
and Immunobiologic Activity.—By patch 
testing poison-ivy-sensitive patients with 
various synthetic phenolic derivatives, Keil 
and his co-workers 7° have worked out the 
general structural requirements for cross 
reactivity. Their first study 7 was with 14 
catechol derivatives tested on 21 poison ivy 
sensitive patients. As regards the compara- 
tive allergic potencies of these agents, they 
came to the following conclusions: 

1. The presence of free phenolic groups 
confers high dermatitis-producing powers. 
When the hydroxyl groups of the catechols 
were replaced with methoxy radicals (pro- 
ducing veratroles or dimethyl ether deriva- 
tives), the number of cross reactors was 
greatly reduced and the reactions were of 
lower intensity. 


2. The position of the side chain and its 
length are highly significant. Cross reactiv- 
ity is most intense when the side chain is in 
the 3 position; 4-pentadecylcatechol is less 
active than 3-pentadecylcatechol. Longer 
side chains have greater allergic activity. 
For instance, a 15-carbon-atom side-chain, 
as in 3-pentadecylcatechol, is considerably 
more active than 3-methylcatechol, in which 
the side chain is reduced to a single carbon 
atom. It should be noted, however, that a 
few mild cross reactions occurred to catechol 
itself which has no side chain. 

3. Unsaturated side chains confer higher 
biologic activity. 3-Geranyl catechol, which 
has two unsaturated bonds but only 10 
carbon atoms, gives more intense reactions 
than the saturated 3-pentadecylcatechol with 


Kligman 


UMI 


its 15 carbon atoms. The same relationship 
holds true in the comparison of unsatu- 
rated urushiol dimethyl ether with the 
saturated hydrourushiol dimethyl ether. 
Unsaturated compounds are known to be 
more reactive chemically, roughly in propor- 
tion to the number of unsaturated linkages. 
Biologic potency would thus seem to par- 
allel chemical reactivity. This is certainly 
in accordance with theoretical expectations, 
for contact allergens are thought to be 
merely haptenes which become complete 
antigens by chemically conjugating with 
tissue constituents, probably proteins. Of 
the four poison ivy antigens one would ex- 
pect the three olefins to elicit more intense 
reactions than the saturated antigen, with 
the triolefin most active of all. Comparative 
patch testing has not been done. Dawson’s 


(personal communication) recent isolation ‘ 


of all three olefins in an immunologically 
active form directly from the plant will 
soon make this possible. However, a com- 
parison between saturated PDC and a crude 
poison ivy extract (principally a mixture 
of olefins) has been made by me. Quantita- 
tive patch testing of a group of 11 poison- 
ivy-sensitive subjects with serial 10-fold 
dilutions in acetone showed that weight for 
weight the titer (greatest dilution still giving 
a reaction) of the natural oil was generally 
10 times (one dilution) greater than the 
saturated synthetic PDC; this despite the 
fact that probably less than 50% of the 
ether-extracted natural oil (urushiol) is 
truly antigenic.2> The higher activity of the 
natural antigens may be reasonably ascribed 
to the preponderance of olefins. It should 
be emphasized, however, that the potency of 
plant extracts varies enormously. 

Keil et al. have extended their observa- 
tions on the relationship between structure 
and immunobiologic activity by patch test- 
ing poison-ivy-sensitive patients with anti- 
genic constituents and derivatives of 
cashew nut shell oil.2® Of the three natural 
antigens, cardol gave the strongest reactions. 
All poison-ivy-sensitive patients reacted to 
0.01% cardol concentrations and to 0.1% 
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concentrations of cardanol and anacardic 
acid. It would seem that the dihydric 
phenols (cardol in cashew nut shell oil and 
the catechol poison ivy antigens) are more 
potent allergens than the monohydric phe- 
nols. Hydrogenation of the unsaturated 
side-chains in cardol, anacardic acid, and 
cardanol diminishes biologic activity. This 
substantiates the principle of unsaturated 
compounds being both chemically and bio- 
logically more reactive. 

Loev has synthesized all® of the possible 
mono- and dihydric phenols carrying a satu- 
rated 15 carbon atom side chain, These 
have been made available to me by Dr. 
Dawson for patch testing. To the backs of 
four persons who gave maximal (4+) re- 
actions to 1% PDC, 0.25 ml. of a 1% con- 
centration of each of these in acetone was 
applied. The solution was put into an open 
glass cup 1 in. in diameter, and, after evapo- 
ration of the acetone by an air stream, the 
site was covered with a gauze bandage. The 
standard reference was PDC (control). 
None of these compounds is a primary ir- 
ritant in a 1% concentration. The reactions 
were arbitrarily graded from + to + +++. 
The patch tests were read at 1, 2, 4, and 6 
days, the recorded result being the peak 
reaction. 


OH OH QH 


OH CisHa CisHa 
‘OH 


CisHs 
4-PENTADECYL— 2-PENTADECYL— 2-PENTADECYL— 
CATECHOL PHENOL RESORCINOL 
OH OH OH 
OH 
CisHo ‘OH CH" CisHeo 
OH c isHa, 


OH 
3-la-HYDROXY — 
PENTADECYL) 
CATECHOL 


PENTADECYL— 
HYDROQUINONE 


4-PENTADECYL-- 
RESORCINOL 


OH OH OH 
a 
LJ CisHs, HO CHa 
CisHs: 
4—PENTADECYL— 3-PENTADECY_— 5-PENTADECYL— 
PHENOL PHENOL RESORCINOL 
Figure 3 
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TABLE 2.—Cross Reactions of Strongly Sensitive 
Subjects to all the Possible Mono- and Dihydric 
Phenols Carrying a Saturated 15-Carbon- 
Atom Side-Chain 











Subjects 

Antigen 1 2 3 a 
1 + + + 0 
2 + + + 0 
3 + + i “> 
1 0 i + 0 
5 0 0 + a+ 
6 + +++ + 0 
7 y 2 “+ a eo 2 
8 + ++: Bs 0 
9 + +++ + 0 

A i al ln el ts eas 





The key to these compounds is presented 
in Figure 3. 

The results are given in Table 2. Each 
of these agents produced some reaction in 
at least two of the four subjects; there- 
fore, any mono- or dihydric phenol with a 
15-carbon-atom side-chain may be a cross 
reactor. The responses were always weaker 
than the control (PDC). In the making of 
powerful Rhus antigens, nature has not yet 
been exceeded by any synthetic compound. 
It should be emphasized that strong cross 
reactivity requires that the 15-carbon-atom 
chain be meta to one of the hydroxyl radi- 
cals as in the natural allergens. 

The fact that certain phenols, resorcinols, 
and catechois are immunobiologically related 
to Rhus antigens brings up the quite se- 
rious question of whether phenolic chemi- 
cals, which have often been used as topical 
medicaments, are hazardous for poison-ivy- 
sensitive persons. It would be a grim joke 
indeed if phenol, so frequently incorporated 
in poison ivy lotions, turned out to be a sec- 
ondary allergen! 

The four highly sensitive subjects used 
above were patch tested with 1.0% con- 
centrations of the following agents dis- 
solved either in acetone or water: phenol, 
catechol, resorcinol, hydroquinone, mono- 
benzyl ether of hydroquinone (a topical de- 
pigmenting agent which is also a sensitizer), 
and hexylresorcinol (a topical antiseptic). 
These agents in 1% concentrations are not 
irritating. The results are shown in Table 3. 
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TABLE 3,—Cross Reactions of Strongly Sensitive 
Subjects to Phenolic Substances Often Used 
in Topical Therapy 











Subjects 
Substance 1 2 3 4 
Catechol oop ees 
ie joomla 4 tt is ¢ 
7 pea ether of ods ides : 


hydroquinon: 


e 
Control (PDC) af 


0 ++ + 
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These results are interesting in several 
respects. The presence of a side chain is 
not an absolute prerequisite for cross reac- 
tivity, as shown by the positive responses 
to catechol, resorcinol, and hydroquinone. 
Phenol, fortunately, was inactive, demon- 
strating that in the absence of a side-chain 
monohydric phenols apparently lose their 
allergenicity. This point should be evaluated 
in a Jarger series. Dihydric phenols need 
not have a side-chain. Furthermore, the 
presence of short side-chains in hexyl- 
resorcinol and monobenzyl ether of hydro- 
quinone does not strengthen their activity 
as compared with their respective structural 
skeletons, resorcinol and hydroquinone. 
This emphasizes the special importance of 
the side-chain being long and in the 3 posi- 
tion for maximum reactivity. Finally, from 
a clinical standpoint it is necessary to be 
aware that the dihydric phenols which have 
enjoyed some prominence in a variety of 
topical dermatologic preparations may in- 
deed provoke a dermatitis by acting as sec- 
ondary allergens in poison ivy sensitive 
patients. Realistically speaking, however, a 
high state of alarm is probably not justified, 
since the cross reactions are invariably 
weaker and doubtlessly are elicitable only 
when Rhus sensitivity is extreme. 

There is an even more compelling reason 
why it is fortunate that strong cross reac- 
tivity requires a long side chain in the 3 
position. If it were otherwise, the popula- 
tion of North America would be in serious 
and continual trouble, since, as Keil et al.®° 
have sagely pointed out, several essential 
body products are dihydric phenols, namely, 
epinephrine and dihydroxyphenylalanine. 
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Both are catechols with short chain sub- 
stituents in the 4 position. If cross sensi- 
tivity extended to the latter, the result would 
be especially catastrophic, since it is nor- 
mally present in epidermal melanocytes as 
an intermediary metabolite in melanin syn- 
thesis. In conclusion, it is improbable that 
cross reacting phenolic allergens in the 
form of industrial or commercial chemicals, 
cosmetics, drugs, or the galaxy of other 
agents to which Americans are exposed are 
a significant cause of dermatitis in persons 
previously sensitized to poison ivy plants. 


Clinicobiology 


The dermatitogenic plant sap is distrib- 
uted via a widespread system of resin canals 
situated in the roots, stems, leaves, and 
fruit. Portions of the plant which lack 
these, namely the anthers, pollen, xylem, 
and epidermis, are unable to cause a der- 
matitis. The resin canals do not connect 
to the surface, and there are no glanular 
appendages as in many other dermatitis- 
producing plants. The consequence is that 
the leaf must be bruised to produce a derma- 
titis. Uninjured leaves are completely in- 
nocuous. Shelmire * has justifiably accented 
this point. Since exposure to the plants is 
not consistently followed by a dermatitis, 
the disorder often seems capricious; this 
is the basis for scores of worthless prophy- 
lactic prescriptions as well as numerous lay 
fallacies. I placed fresh intact leaves 
on the forearms of six highly sensitive 
subjects who carefully wore the leaves 
under a soft cotton dressing for 12 hours. 
In each instance a tiny spot of dermatitis 
developed at the cut end of the leaf stem, and 
in three a few tiny vesicles developed di- 
rectly under the leaves, presumably from 
inadvertent injury. Several patients who 
considered themselves immune were dis- 
possessed of this belief when I vigorously 
rubbed leaves on their skin; their sensitivity 
was low but definite. The degree of ex- 
posure is most important. Mildly sensitive 
persons can probably withstand average, 
casual exposures to the plant without diffi- 
culty. 
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When the plant is cut, a milky sap ex- 
udes which shortly turns into a black var- 
nish, This discoloration is the biochemical 
basis for the economic use of the marking 
nut tree (laundry mark) and Japanese 
lacquer. It is a common property of many 
phenolic compounds, including the forma- 
tion of melanin from dihydroxyphenyl- 
alanine. McNair’ thought that the 
dermatitogenic property was lost after this 
change, but this cannot be wholly true. I 
placed drops of sap on slides and allowed 
them to dry and to turn black; provided the 
slides were kept in a desiccator, they could 
still cause a dermatitis a half year later. 
Similarly, Shelmire #4 found that blacken- 
ing of the sap did not render it inert. This 
may be a question of degree, since a black 
color does not mean necessarily that all 
of the original antigen has been changed. 
In a moist chamber the droplets will com- 
pletely lose their dermatitogenic activity 
within a week. Moisture promotes degrada- 
tion. Shelmire* found that extracts con- 
taining as little as 5% water deteriorated 
rapidly. McNair? proved that the blacken- 
ing was due to the presence of an oxidase, 
which requires both oxygen and moisture 
for its effect. Sizer and Prokesch ®* found 
that mushroom tyrosinase would catalyze 
the oxidation of Rhus antigens with a con- 
comitant loss of dermatitogenicity. The 
chemistry of oxidation is poorly understood, 
and the question of whether oxidation alone 
can render the antigens inert is still sub 
judice. 

The term oleoresin refers to the crude, 
yellowish-brown viscous residue remaining 
after evaporation of solvents used to ex- 
tract the plant. Ether, alcohol, acetone, and 
the like may be used for extraction. Loey 
estimates by chemical analysis that the lesser 
portion of the oleoresin is catecholic or truly 
antigenic material, 

It is generally thought that the antigenic 
potency of the oleoresin varies from plant 
to plant and is greatly influenced by season 
and habitat. Shelmire* avers that mature 
leaves gathered in the late spring and early 
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summer provide the most potent oleoresins. 
He says that very young and very old leaves 
have the least activity, with root oleoresin 
superior to the leaf. He also mentions that 
extracts from different batches may vary 
as much as 1000% in potency®! Other 
workers ** are similarly persuaded of wide 
variations in potency. However, it cannot 
be assumed from these data that the anti- 
genicity of the plants in the natural state 
is subject to such tremendous fluctuations. 
McNair ' cites widely divergent opinions as 
to when the plants are most virulent. 

The following experiments throw light 
on this matter. At the outset it should be 
realized that biological patch testing is ex- 
ceedingly crude and cannot be narrowly in- 
terpreted. 

The quantitative sensitivity is not great. 
When the ratio between successive dilu- 
tions is less than 10, the reactions cannot 
be differentiated with certainty. Quite often 
similar reactions are produced by two solu- 
tions, one of which is five times more con- 
centrated than the other. Accordingly, the 
practice of quantitative patch testing with 
10-fold dilutions beginning with 1:100 has 
been routinely adopted. The use of a volatile 
solvent like acetone (open patch testing) 
was found to give more reproducible results 
than closed patch testing with ointment ve- 
hicles. Other variables which influence patch 
testing are temperature, skin region, mois- 
ture, race, age, etc. With all these limita- 
tions in mind, the results of patch testing 
a panel of seven moderately Rhus-sensitive 
individuals with plant materials over the 
course of a year may be summarized as 
follows: 

1. The dermatitis produced by green 
leaves throughout the foliage period, from 
early spring to late fall, was about the same. 
The test consisted of firmly pressing a 
crushed leaf on the back with the thumb. 
The leaf was crushed by rolling it under a 
round glass jar. 

2. The youngest leaves on the same or 
different plants were no more dermatito- 
genic than the oldest leaves. 
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3. Plants collected from many different 
habitats and locations could not be distin- 
guished as to their dermatitogenic power 
when tested at the same time on the same 
person. 

4. Fall leaves which were tough and 
yellow produced approximately the same re- 
action as that produced by young green 
leaves on the same person tested in the 
spring. Red fall leaves were equally potent. 

5. The roots and stems of the plants did 
not vary in dermatitogenic capacity through- 
out the year. 

6. Fall leaves which had withered and 
fallen were decidedly less antigenic but still 
produced a dermatitis in two of seven sub- 
jects. All these leaves were first thoroughly 
moistened and ground into a hash before 
liberal application. McNair? states that 
fallen leaves are nontoxic. 

In conclusion, the virulence of the leaf 
sap did not vary much throughout the foli- 
age period by clinical criteria. McNair? is 
inclined to subscribe to this. It should be 
emphasized that the test exposure was quite 
severe, far more so than casual contact. 
Poison ivy dermatitis may be acquired from 
the roots throughout the year. Biological 
testing does not rule out the possibility of 
there being significant differences in the 
antigenic concentrations of the plants, a 
matter which can be resolved only by chemi- 
cal analysis. From the clinical standpoint 
such possible differences would appear to 
have little significance. 

Testing with extracts (oleoresins) is not 
at all comparable to the use of the fresh 
plant. The extraction procedure markedly 
affects the potency. Shelmire® states that 
alcoholic extracts are less active than ether 
extracts. Moreover, Shelmire remarks that 
the extracts made from fresh plants are 


more antigenic but deteriorate more rapidly 


than if dried leaves are used, probably be- 
cause of enzymatic changes. To overcome 
this, Spain and Cooke ** recommended that 
the leaves be dried before extraction. Stand- 
ardization is much needed but difficult. The 
use of pure synthetic antigens has obvious 
advantages. 
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It was found that fresh green leaves 
kept in the refrigerator in a sealed, wet jar 
maintained almost their full dermatitogenic 
strength for about two months; they grad- 
ually deteriorated thereafter, becoming 
moldy and impotent in about six months. 
Curiously enough, the allergenicity of the 
leaves diminished even more rapidly in 
sealed envelopes in the deep freeze; the 
degradation may not always be enzymatic. 

The peak incidence of poison ivy derma- 
titis in the springtime cannot be ascribed to 
increased virulence of the sap. Factors of 
probable significance are that (1) being 
more tender, the leaves are more readily 
bruised; in late summer, especially in hot 
sunny locations, the leaves are quite tough 
and leathery; (2) the call of the outdoors 
is never so strong as in spring; for many, 
this is the only time of year when the urge 
to commune is irresistable; (3) the strongly 
sensitive become more wary as the summer 
progresses ; (4) the possibility of desensiti- 
zation or “hardening” with repeated attacks 
may be mentioned but is probably remote 
under ordinary circumstances. 

Many persons insist that they can ac- 
quire poison ivy dermatitis by merely being 
in the vicinity of the plants and some, in- 
deed, do so without even being near them. 
That there are gaseous emanations is folk 
myth; the antigenic components are non- 
volatile. Filtered smoke is harmless but not 
if it contains plant particles. However, di- 
rect contact with the plant is not a prerequi- 
site for the dermatitis. Failure to 
appreciate the possibility of transmitting the 
dermatitogenic sap via many intermediate 
fomites, such as fingers, shoes, clothing, 
tools, domestic animals, etc., has generated 
numerous myths and misunderstandings.§ 


§ The most interesting case in my repertory was 


an elderly woman who suffered the dermatitis con- 
tinuously throughout the summer without leaving 
her house. Her dog, a frisky boxer, visited the 
surrounding woods daily. An ether-soaked wad 
of cotton rubbed over the dog’s coat gave a mark- 
edly postive patch test reaction in another sensitive 
subject. 
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The following experiments explored this 
question further. Various types of cloth 
(silk, cotton, rayon, nylon), shoe leather, 
and flat pieces of wood were contaminated 
by rubbing them with leaves, At 37 C in 
the incubator under conditions of 100% 
humidity the dermatitogenic power had prac- 
tically disappeared within three to five days, 
when the various articles, freshly moistened, 
were applied to highly sensitive skin. Dur- 
ing the hot, humid weather of the Phila- 
delphia summer, the articles became inert 
in a week when left exposed on a table. 
On the other hand, after a week in the desic- 
cator at room temperature, the articles could 
initiate a brisk dermatitis, and this capacity 
was retained to a lesser extent nine months 
later. Evidently, when the articles are dry 
the antigenic principles contained in the sap 
may last indefinitely. A few days under 
moist warm conditions causes rapid deteri- 
oration of the antigenic film on clothing or 
objects. Sap-contaminated clothing was 
rendered harmless after washing in an auto- 
matic laundering machine using soap flakes 
or a commercial detergent. 

Possessed of the true scientific spirit, 
Shelmire® deliberately contaminated his 
hands with crushed leaves one morning, 
washing thoroughly five minutes later. Dur- 
ing the day’s practice six persons acquired 
a dermatitis, for which the term contact is 
most appropriate. Exceedingly small quan- 
tities of the antigen on the hands or other 
objects will excite a dermatitis in a highly 
sensitive person. This is the probable rea- 
son that the dermatitis may continue to 
develop in different areas for a period of 
days after one exposure. It has been re- 
peatedly demonstrated that the blister fluid 
contains no antigen *:*>; the common belief 
that the disease spreads through rupturing 
of the vesicles is without merit. However, 
there is partial truth in the notion that the 
disease may be spread through scratching 
or is, in the loose sense of the term, con- 
tagious. It is the antigen, of course, which 


is transmissible. 
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The degree to which the antigen survives 
on the skin is a point of some interest. | 
rubbed leaves on the backs of two nonsensi- 
tive persons, covering the contaminated 
areas with perforated plastic cups. Daily 
thereafter, a moistened thumb was pressed 
against the contaminated spots and imme- 
diately applied with a firm twisting motion 
to the forearms of two highly sensitive sub- 
jects, For three days, but not thereafter, 
the dermatitogenic principle persisted in 
sufficient quantity to excite a dermatitis, but 
barely so after the second day. In summer- 
time deterioration of the antigen on the 
skin is rather rapid, an effect in which sur- 
face moisture doubtlessly plays a role. This, 
plus its natural loss or removal, limits the 
time that contaminated skin can be a vector 
for the antigen’s dispersal. Occasionally, in 
highly sensitive patients, a patch of weep- 
ing, bullous dermatitis will appear to en- 
large peripherally. The bullae, of course, 
contain no antigen, but after rupture the 
free fluid could conceivably become con- 
taminated with residual surface antigen. 

Residues on freshly contaminated skin, 
especially the hands, have an astonishing 
capacity to excite new areas of dermatitis 
by contact. The frequency of the derma- 
titis on the face, genitals, and covered 
areas in highly sensitive patients testifies to 
this. This property is highlighted by the 
following demonstration. The thumb of a 
nonsensitive person was contaminated by 
the juices of fresh leaves. It was then 
pressed down on the back of a nonsensi- 
tive subject 500 times consecutively, each 
time firmly. Every 100th thumb print was 
made on the moistened forearm of an ex- 
quisitely sensitive person. The 500th print 
evoked a mild dermatitis! The most sensi- 
tive subject I have encountered reacted to 
0.25 ml. of 1:50,000,000 PDC in acetone 
(the highest dilution tried). A dermatitis 
resulted in this person after contact with 
contaminated hands which had subsequently 
been scrubbed with soap and water for five 
minutes. The upshot of all this is that the 
minutest traces of sap will cause a derma- 
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titis in highly sensitive persons. General- 
ized eruptions come about in this manner. 
The extraordinary hypersensitivity of some 
persons seems all the more extreme when 
it is recalled that probably only a small 
percentage of what is deposited on the sur- 
face actually penetrates into the skin. 

Shelmire * recognizes two types of poison 
ivy dermatitis, (1) the allergic and (2) pri- 
mary irritant. According to him the milky 
fluid is as escharotic as phenol, and all per- 
sons who contact the sap acquire a derma- 
titis. I cannot concur in this, having 
applied root, stem, and leaf sap without 
harm to nonsensitive persons. Surely, 
from the clinical standpoint, poison ivy 
dermatitis is primarily an allergic disorder. 

The toxicity of the plant when eaten has 
received some attention. McNair? cites a 
number of authors who witnessed severe 
internal poisoning in persons chewing the 
leaves to gain immunity and also in children 
who had eaten the fruit. Prominent symp- 
toms were drowsiness, convulsions, nausea, 
and vomiting. One case terminated fatally. 
Since these unfortunates were usually sensi- 
tive, the question arises as to whether the 
noxious effects were expressions of allergy 
to the catechol antigens, to unrelated toxins, 
or to both acting together. Inadequate docu- 
mentation of most of these cases, which 
nowadays are rare, makes analysis of cause 
difficult. However, the rapid onset of gastro- 
intestinal reactions is against an allergic 
origin. The plant sap may very well contain 
toxic substances which are totally unrelated 
to the antigenic content. There is no ques- 
tion that the administration of a large anti- 
genic dose to a highly sensitive person can 
produce severe systemic reactions on an al- 
lergic basis (see below). 

I gave by mouth 1 oz. of a 25% sesame 
oil solution of oleoresin (not sap) to five 
nonsensitive subjects. Only one person ex- 
perienced a mild gastrointestinal upset. 
When the solution was applied to the skin 
by patch test, one of eight nonsensitive per- 
sons gave a questionable reaction (was he 
mildly allergic ?). 2 
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Innate Immunity and Sensitizability 


Uncontrolled and uncritical observations, 
abetted by folklore testimonies, have con- 
siderably confounded the question of sus- 
ceptibility. For instance, it has been widely 
rumored that full-blooded Indians are im- 
mune; yet by patch testing with concen- 
trated oleoresin, Deibert and his associates *® 
uncovered a sensitivity incidence of 56% 
in full-blooded Indians as compared with 
58% in whites. One is always encountering 
persons who boast of their immunity. Some 
of these are merely weakly sensitized. Cas- 
ual exposure does them no harm. I have 
demonstrated this a number of times by 
producing a mild dermatitis in such claim- 
ants by vigorously crushing leaves on their 
skin. Among students, Brown *’ found 
practically none who did not react to leaves, 
including those who claimed immunity. 
Others who flaunt their resistance are 
brought to grief later when to their aston- 
ishment, often following some exhibition- 
istic act of chewing or crushing the leaves, 
they suddenly find themselves sensitive, 
sometimes severely so. Two of the worst 
cases of poison ivy dermatitis I have ever 
seen were in college students who, on a 
dare, anointed themselves with crushed 
leaves. Some persons with evident oppor- 
tunities for prior exposure, do not become 
sensitized until adult life. It is well known 
clinically that sensitizability varies markedly 
not only among persons but even in differ- 
ent periods of the same person’s life. In- 
explicably, a patient may handle a 
potentially allergenic substance innocuously 
for decades before becoming sensitized. He- 
redity doubtlessly plays some role in sensi- 
tizability but is of minor importance with 
highly potent allergens. As an illustration, 
practically everyone can be sensitized to 
dinitrochlorobenzene.** Rhus antigens are 
in the same class. 

The epidemiologic data obtained by patch 
testing or clinical observation are easily mis- 
interpreted and must be analyzed with con- 
siderable circumspection if fallacies are not 
to be perpetuated. McNair *® seems un- 
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justified in concluding that high susceptibil- 
ity is a recessive hereditary characteristic 
on the basis of finding a 5% incidence of 
severe poison ivy dermatitis among univer- 
sity students. Nothing was known con- 
cerning the degree and extent of previous 
exposure, a limitation which forbids sweep- 
ing conclusions. This error is a common 
one. 

With these considerations in mind, Ep- 
stein and Claiborne’s *° recent finding that 
foreign-born Orientals (Chinese, Japanese, 
Filipinos, and Hawaiians) are far less sus- 
ceptible to poison oak dermatitis than repre- 
sentatives of these same races born in 
America must be viewed with considerable 
skepticism. According to those authors, 
there was an insignificant incidence of patch 
test reactors among foreign-born Orientals 
as compared with their American-born com- 
patriots; moreover, cases of poison oak 
dermatitis were rarely encountered in the 
former. That private patients constitute a 
representative sample of these population 
groups is open to serious doubt. Totally 
irreconcilable with Epstein and Claiborne’s 
report is our own finding of a 42% sensiti- 
zation rate among native-born Hawaiian 
soldiers temporarily stationed in a poison- 
oak-infested area of California (Fort Ord). 
This is comparable to the incidence in the 
American Negro. Contrary to Epstein and 
Claiborne’s failure to find racial differences, 
the lessened susceptibility of deeply pig- 
mented skin to allergic contact dermatitis 
has been firmly established by other studies 
in our laboratory. 

Against these evidences of supposed 
innate or acquired immunity to Rhus anti- 
gens stand the far more substantial objec- 
tive findings which follow. 

Newborn infants are not Rhus-sensitive. 
By a single topical application of a poison 
ivy paste, Straus *! sensitized 73% of 119 
newborn infants. After a single application 
of 0.25 ml. of 1% to 3% PDC in acetone, 
I sensitized about 85% of 34 young chil- 
dren between the ages 2 and 8, who could 
be presumed not to have been previously 
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exposed. Most impressive of all is Biber- 
stein’s ** demonstration that practically 
100% of a previously unexposed European 
population could be experimentally sensi- 
tized by application of leaves or the oleo- 
resin! Attention is directed to the factor 
of previous nonexposure, a matter of crucial 
importance as will become evident later on. 

The conclusion is inescapable that under 
controlled conditions, when the time and 
quality of the antigenic exposure are known, 
sensitization to Rhus antigens takes place 
readily. In America the great majority of 
the population becomes sensitized merely 
by casual contact with the plants. Mere 
traces of allergen are sufficient. It is prob- 
ably unwise to assume complete resistence 
to sensitization in anyone. Cave Rhum! 

There is no relationship between imme- 
diate-type allergy (atopic allergy) and the 
liability to allergic contact sensitization. 
Knowles et al.** did not find a higher rate 
of Rhus sensitivity among those with a 
family history of asthma, hay fever, urti- 
caria, vasomotor rhinitis, eczema, and mi- 
graine. 


Incidence 


The epidemiologic figures obtained by 
patch testing and compiling of clinical cases 
of Rhus dermatitis have no exact meaning. 
There are too many variables, some alto- 
gether unknown, viz., time of first expo- 
sure, degree and frequency of exposure, etc. 
The percentage of reactors at any given 
time in a random sample is influenced by 
age, occupation, geographic location, per- 
sonal habits, genetic constitution, race, and 
other variables. 

The incidence of sensitization given by 
various authors is as follows: Spain et al., 
60% (adults reactive to  oleoresin),“ 
Knowles et al., 50% (young adults reactive 
to dried leaves),** Diebert et al., approxi- 
mately 57% (adults reactive to oleoresin) ,** 
Spain, 65% (adolescents and adults reac- 
tive to oleoresin) .* 

To secure meaningful figures on the rate 
of clinical sensitivity, one should use a 
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TABLE 4.—Incidence of Leaf Reactors 








— 
Race or 
Place National Incidence Positive 
Origin History 
California * White 423 
305 (3%) 
Negro 17 
53 (32%) 
Puerto Rican 23 33% 
gq (28%) 
Hawaiian 10 
oa (42%) 
Philadelphia t White 223 
hie 54%) 
Negro = 


383 
jar (42%) 





* Soldiers at Fort Ord. These men originated from all over 
America, Hawaii, and Puerto Rico. Poison oak grows in in- 
credible profusion in this area of California. The actual sensiti- 
zations, of course, may have arisen elsewhere. 

+ Inmates of Holmesburg Prison. Most of these men had spent 
their lives in the East and were short term inmates. 


realistic testing procedure, that is, one per- 
formed with fresh bruised leaves, not ex- 
tracts, for reasons which will shortly become 
clear. By this criterion, no figures on a 
sizable population have been previously 
presented. 

The results of finger pressing bruised 
leaves to the forearms of adult males are 
shown in Table 4. 

The clinical incidence of sensitivity among 
whites was about 50%, which is in good 
agreement with previous studies. The per- 
centage was significantly lower in pigmented 
skins. Dr. William Epstein, of our labora- 
tory, in a carefully controlled study, has 
shown that the Negro is not nearly so 
susceptible to contact sensitization. Kanof 
and Rostenberg ** noted a somewhat lower 
incidence of poison-ivy sensitivity in adult 
Negroes. Consistently, Rostenberg and 
Kanof #7 found the Negro to be less readily 
sensitized to potent experimental contact 
allergens such as dinitrochlorobenzene and 
p-nitrosodimethylaniline. 

It is of more than passing interest that 
history is not. very reliable as an indicator 
of clinical sensitivity. In California only 
33% and in Philadelphia only 48% knew 
of their sensitivity. Many of these were 
mild reactors. Perhaps a small number had 
become sensitized in the past and had not 
had another exposure sufficient to develop 
a dermatitis. A possible reason for the 
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discrepancy is that most persons are not 
sophisticated observers. In Greenberg and 
Mallozzi’s ** series of patch testing with 
concentrated oleoresins, 50% of the positive 
subjects were not aware of having acquired 
a sensitivity. The other side of the coin is 
that in both Greenberg’s compilation and 
the present one about 15% of the nonre- 
active subjects were quite certain of having 
had poison ivy dermatitis in the past. This 
strongly suggested a loss of sensitivity. On 
the other hand, Keeney et al.* concluded 
that there was a good correlation between 
patch test reactions and past history. Of 
those with a past history, 70% reacted 
positively by patch test; only 14% of those 
without such a history reacted positively. 


Persistence of the Sensitivity 


It is a prevalent opinion that contact sen- 
sitization tends to last indefinitely. Defini- 
tive information on this point is hard to 
come by, since it would require knowing 
just when the sensitization occurred and 
how often there were additional exposures. 
The subjects would have to be individually 
followed over a period of many years. Pres- 
ent attitudes are based only on clinical 
impressions. Evidence is accumulating, 
however, that contact sensitization may di- 
minish and even vanish. This may occur 
even in the face of continued exposures. 
Morgan,” for instance, found that 43% of 
nickel-sensitive patients followed for 1.5 
to 11.0 years lost their sensitivity. This 
occurred independently of continued contact 
with the allergen. Individuals differ 
greatly in this respect. After experimentally 
sensitizing a group of 50 patients with 
dinitrochlorobenzene, Wedroff and Dol- 
goff *! found that more than half had be- 
come spontaneously desensitized within a 
year. Presumably the loss of sensitivity 
would be most rapid in those whose original 
allergy was weak, 

It would be an agreeable feature of an 
otherwise entirely disagreeable disorder if 
poison-ivy sensitivity characteristically de- 
clined with time. Of six newborn infants 
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deliberately sensitized by Straus,®? one had 
lost his sensitivity when retested about 20 
months later. Shelmire* noted a definite 
loss of sensitivity in the aged, In a Dallas 
convalescent home where the average age 
was about 70 years poison-ivy sensitivity 
was rare, in contrast to a 50% sensitivity in 
young adults. At a summer camp, where 
poison ivy plants were rampant, Zisser- 
man ®* found a clinical incidence of derma- 
titis up to 50% in the 12 to 16 year age 
group but only 22% for young adults 
above age 20. Of course, data of this latter 
kind are merely presumptive in the absence 
of definite knowledge of exposure. Kanof 
and Rostenberg *® found a sensitivity rate 
of about 16% in emotionally disturbed per- 
sons who had been incarcerated for an 
average of 11 years as compared with 25% 
in a comparable unconfined group. In my 
series the incidence of sensitivity to bruised 
poison ivy leaves in relation to age was as 
presented in Table 5. 

In the older age group the percentage of 
reactors was only one-fourth that of young 
adults in the third decade. The steady de- 
cline in sensitivity with age is probably not 
so much due to greatly diminished expo- 
sure as it is a general biologic tendency. 
Furthermore, among the aged high degrees 
of sensitivity are uncommon. Clinical ex- 
perience strongly suggests that the degree 
of sensitization is highest in childhood and 
thereafter tends to become less and less 
intense with or without continued exposure. 
Possibly some allowance should be made for 
the increased wariness of older persons as 
well as for diminished opportunity for ex- 
posure; however, there is strong presump- 
tive evidence that in quantity and intensity 
the peak is in youth, as seems fitting. To 
this rule, as to all others, there are qualifi- 


TABLE 5.—Sensitivity to Bruised Ivy Leaves in 
Relation to Age 











% Sensitive 

Age Group Number to Leaf 
RRA RINE ESS pai aeee pommctic armen 4 308 58 
BEE kc cunduskewetaaenoeccee 173 47 
BI eas cane vasesebeekee 101 41 
WA is ise ates adcnmannenn 33 32 
oe. SEERA Reta cade nacre 39 14 
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cations. High initial sensitivity does not de- 
cline rapidly, in my clinical experience; 
nonetheless, I have encountered a score of 
immune adults who were severely troubled 
with poison ivy dermatitis in childhood. 

Both in this study and in the earlier 
survey of Keil et al.** all poison-ivy-sensi- 
tive patients. reacted to patch tests with 1% 
PDC. It was assumed that anyone who 
reacted to PDC would be capable of getting 
poison ivy dermatitis. This turned out not 
to be the case. Through simultaneous 
quantitative patch testing with serial 10- 
fold dilutions of PDC in acetone (0.25 ml.) 
and crushed leaves, it was established that 
those who reacted to 1:10,000 PDC and 
beyond invariably got a dermatitis when ex- 
posed to leaves. About one-third reacting 
to 1:1000 but not beyond this were clinically 
sensitive but none whose titer was only 
1:100. A positive patch test to 1% PDC is, 
therefore, not a reliable guide to the ex- 
istence of clinical sensitivity. Indeed, leaf 
sensitivity usually is absent unless the sub- 
ject is sensitive to 1:10,000 PDC. 

Of 463 quantitatively patch-tested per- 
sons, 74% reacted to at least 1:100 PDC 
but only 47% of the total were leaf-sensi- 
tive. Those who reacted to 1:100 PDC but 
not the leaves had doubtlessly had a past 
immunologic experience with the plant. In- 
deed, about one-third of these subclinical 
reactors insisted that they had had poison 
ivy dermatitis in the past. This state of af- 
fairs would seem to substantiate the thesis 
that decline or loss in sensitivity is common. 
To my knowledge, Shelmire* was the first 
to appreciate that some persons who were 
mildly reactive to the concentrated oleoresin 
were nonetheless clinically immune to the 
plants. Obviously patch tests may be quite 
misleading in all types of allergic contact 
dermatitis, particularly when the test con- 
concentration greatly exceeds that of natural 
circumstance, 

In summary, then, the incidence and in- 
tensity of poison-ivy sensitivity, usually ac- 
quired in childhood, appears to decline 
proportionately with age, the rate reaching 
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a quite low figure in the senile. The speed 
of decline is probably inversely proportion- 
ate to the initial degree of sensitivity—the 
exquisitely sensitive can generally be ex- 
pected to have some degree of clinical sensi- 
tivity for a long time, perhaps for life. I 
have occasionally seen sorely afflicted adults 
whose last attack was 10 or more years 
previous. Clinical experience teaches that 
those who have experienced mild to mod- 
erate attacks in childhood or many years 
earlier generally can endure ordinary casual 
exposures to the plants without harm dur- 
ing adult life. The decline in sensitivity 
is not a consequence of lack of exposure. 
Farmers, foresters, and other persons who 
spend their entire life outdoors often be- 
come resistant. It should not be assumed 
that repeated exposure has no effect in 
helping to maintain sensitization. Under 
average circumstances it is not sufficient to 
counteract the effect of aging. 


Reawakening and Enhancement of Level 
of Sensitivity 

Can a new antigenic stimulus increase a 
sensitization acquired years earlier? In the 
following studies it will be well to keep in 
mind that a single application of 0.25 ml. 
of 1% to 3% PDC will sensitize the great 
majority of previously nonexposed persons. 
Subclinical reactors are ideal for studying 
whether fresh exposures will revive clinical 
sensitivity. 

To the forearms of nine adults who re- 
acted to 1:100 but not 1:1000 PDC, 0.25 
ml. of a 10% PDC in acetone was applied. 
Attention is drawn to the fact that 10% 
PDC is irritating, which enhances its aller- 
genicity. Four of the nine gave a past history 
of poison ivy dermatitis. When challenged 
one month later with leaves and with 1:1000 
and 1:10,000 PDC in acetone, none had 
become leaf-sensitive. Two now reacted to 
1:1000 PDC; this might indicate a slight 
increase in sensitivity. Thereupon, 0.25 ml. 
of 10% PDC was applied daily for three 
successive days to the same nine subjects. 
A month later one of the two whose sensi- 
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tivity had apparently been strengthened ex- 
hibited a mild reaction to the leaves; the 
remainder experienced no change in their 
titers. In another attempt copious quanti- 
ties of fresh leaves were crushed daily over 
the forearms of four new subclinical re- 
actors for a period of one week. None of 
these evidenced any sensitivity to leaves 
when challenged a month later. 

It would appear that new antigenic stimu- 
lations of a moderate kind do not ordinarily 
revive a waning or lost sensitivity; booster 
effects are not characteristically realized. 
This behavior, which possibly holds for 
allergic contact dermatitis in general, con- 
trasts sharply with classical immune re- 
sponses in which booster doses generally 
produce a rapid, elevated, and sustained rise 
in circulating antibodies.™* 

Additional evidence of the relative sta- 
bility of the level of sensitivity in the face 
of new exposures was obtained by re- 
peated quantitative patch testing with PDC 
at six-week intervals. Whether clinically 
or subclinically sensitive, the titers gener- 
ally did not change; in a few there was 
some initial increase. However, titrating 
every two weeks over a period of months 
generally increases the titer, an effect which 
may, in part be nonspecific, owing to re- 
peated bouts of dermatitis. Simon and 
Lotspeich 55 were also unable to increase 
the sensitivity of three adults with negative 
or slightly positive patch tests by repeated 
application of concentrated poison ivy ex- 
tracts. 

It would be incorrect to conclude from 
these studies that repeated exposure has 
nothing to do with the persistence or aug- 
mentation of sensitivity. Many factors are 
concerned. Sufficiently intense antigenic 
stimuli might counteract the tendency to- 
ward decline and overcome the apparent 
refractoriness toward re-vocation of a lost 
sensitivity. Evidence for the latter point 
was obtained in the following way. Every 
other day, three times, 0.25 ml. of an acetone 
solution containing 10% PDC and 0.2% 
cantharidin was applied to the forearms of 
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21 randomly selected adults nonreactive to 
1% PDC, of whom four thought they had 
had Rhus dermatitis in the past. Dr. 
William Epstein, of our laboratory, has 
demonstrated that the incorporation of 
cantharidin, which raises a blister, greatly 
promotes sensitization. Of these 21 persons, 
7 became sensitized to 1% PDC when chal- 
lenged a month later, a much higher propor- 
tion than could be obtained by ordinary 
exposure in persons with probable past 
exposure. 


The Prevention of Sensitization 


To find a means of preventing allergic 
contact sensitization similar to immuniza- 
tion against infectious disease is a goal 
worthy of the most spirited effort. That 
this may not be altogether an idle dream 
is suggested by certain animal experiments, 
particularly the outstanding researches of 
Chase.5®5* He found that prior feeding of 
2,4-dinitrochlorobenzene to guinea pigs 
completely blocked or greatly inhibited the 
sensitization which could be expected to 
follow repeated intradermal injection of this 
allergen. Other methods of prior exposure, 
such as cutaneous application or intra- 
venous injection, were largely ineffective. 
Less conclusive, but in a similar vein, is 
Sulzberger’s ** earlier finding in guinea 
pigs that the intracardiac injection of 
arsphenamine prevented sensitization to an 
intradermal injection given 24 hours earlier. 
Blocking of sensitization has not yet been 
demonstrated in humans. White and Baer ™° 
did not succeed in lessening the rate or 
degree of sensitization to dinitrochloroben> 
zene by prior cutaneous application of weak 
concentrations to human skin. Nor could 
Grolnick ® prevent sensitization to Krameria 
extracts in humans by prior feeding. 

Epidemiologic information has recently 
been brought forward which has been in- 
terpreted as blocking of poison ivy sensiti- 
zation by earlier exposure to Rhus antigens. 
To date the evidence is far from convinc- 
ing. I have already disputed Epstein and 
Claiborne’s *° claim of the lack of poison- 
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oak sensitivity in native-born Orientals 
which was attributed to an “immunity” 
acquired by previous exposure to mango and 
Japanese lac. Cirlin || in his paper on mango 
dermatitis includes a testimonial of a lead- 
ing mango grower in Florida that the Amer- 
ican colored man is sensitive to mango sap, 
while the native of the Bahama Islands, 
where the mango is abundant, is not. It 
was asserted that the Island workers had 
acquired an “immunity.” On the face of it 
one might wonder why the mango or Jap- 
anese lacquer tree has the property of block- 
ing sensitization while the same or related 
antigens in poison ivy plants lack this curi- 
ous quality, 

The question of preventing sensitization 
to Rhus antigens by an immunologic 
means was investigated in the following 
way. Groups of presumably previously un- 
exposed, nonsensitive children, institutional- 
ized for mental retardation, ranging from 
6 to 10 years of age, were given daily feed- 
ings ef 100 mg. of PDC according to the 
following scheme: 


Group I 100 mg. daily for two weeks 
Group II 100 mg. daily for three weeks 
Group III 100 mg. daily for four weeks 
Group IV _ control—nothing given. 


There were four children in each group. 
The drug was administered by adding 1 cc. 
of a 10% alcoholic solution to a glass of 
water. It may be mentioned that appreciable 
absorption is known to take place from the 
finding of antigenic substances in the urine 
and the elicitation of a variety of cutaneous 
lesions when even small amounts of this 
antigen are given by mouth to sensitive 
persons. One week after the last dose each 
subject was exposed to a sensitizing stimulus 
consisting of 0.25 ml. of 3% PDC in .ace- 
tone. A month later quantitative challenge 
patch tests to 10-fold dilutions of PDC, 
beginning with 1:100, were applied. 

Unfortunately, no evidence of interfer- 
ence with the rate or degree of sensitiza- 
tion was obtained. All of ‘the. control 


|| Cirlin, M. B.: Mango Dermatitis from Proc. 


Fla. Mango Forum, Miami, Sept. 21, 1955. 
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subjects and 11 of the treated ones became 
sensitized to varying degrees, rarely to the 
extent of reacting beyond the 1:10,000 level. 
All four groups showed comparable varia- 
tions in the degree of sensitization. 

In a follow-up study provision was made 
for the presence of high tissue levels of 
PDC at the time of the sensitizing expo- 
sure and during the incubation period. In 
the previous experiment the drug had been 
eliminated by the time sensitization was 
attempted. Six previously unexposed chil- 
dren between the ages of 7 and 11 were 
given a weekly series of intramuscular in- 


-jections of 10% PDC in sesame oil as 


follows: 0.5 ml., 1.0 ml., 1.0 ml., 2.0 ml., 
2.0 ml. These are large doses and give 
sustained blood levels, owing to slow re- 
lease. At the end of the fourth week, when 
each subject received a second 2.0 ml. in- 
jection, fresh poison ivy leaves were vigor- 
ously rubbed over one forearm. Three 
weeks later the experimenter crushed a leaf 
by a twisting motion of the thumb and 
immediately made a “print” on each subject’s 
forearm by firmly pressing the thumb 
against the skin. A dermatitis of variable 
degree developed in four of these six sub- 
jects, indicating that sensitization had taken 
place. This particular study was not con- 
trolled by an untreated group. In relation 
to previous experience, the result certainly 
did not suggest a significant degree of 
blocking. 

The failure to demonstrate immunologic 
blocking in humans does not warrant final 
conclusions. The above study is purely 
preliminary. Factors to be investigated in- 
clude total dosage, spacing of doses, absorp- 
tion of antigen, route of administration, etc. 
As yet the blocking effect in animals is 
completely inexplicable; it may not even 
be a specific immunologic phenomenon but 
rather some pharmacologic property of 
dinitrochlorobenzene and arsenic which 
somehow interferes with the sensitization 
process. As regards prevention of poison- 
ivy sensitization, there is as yet no evidence 
that this takes place spontaneously through 
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earlier natural exposures to similar or re- 
lated antigens. Finally, it should be noted 
that hyposensitization of already sensitized 
persons by administration of the antigen 
is a totally different phenomenon. 


Clinicoimmunology 


Sensitization to poison ivy takes place 
through topical contact with the skin. 
Straus ** found that none of 10 ‘infants 
became sensitized when a potent alcoholic 
extract of the plant was applied to the back 
of the tongue. Only 1 of 10 infants was 
sensitized by subcutaneous injection. Folk- 
lore tells us that Indian boys who sought 
immunity by chewing the leaves did not 
become sensitized. One might surmise that 
this was done with great care not to touch 
the skin! 

The reaction time, the interval between 
contact and the appearance of the derma- 
titis, is quite variable. It is rarely less 
than six hours and sometimes is delayed 
12 days. In general it varies inversely with 
the degree of sensitivity, being shortest in 
the exquisitely sensitive. It is partly de- 
pendent on the quantity of antigen, that is, 
the intensity of the exposure. As a general 
rule, poison ivy dermatitis develops within 
24 to 48 hours after contact. In quantita- 
tive patch testing it tends to be least with 
the strongest concentrations and greatest 
with the weakest dilution. This effect of 
concentration is not particularly obvious in 
highly sensitive persons nor indeed always 
in the moderately sensitive. Spain and 
Cooke ** deny that concentration influences 
reaction time. Hot weather shortens it. 
There are innate individual differences. For 
diagnostic or epidemiologic patch testing it 
is necessary to be cognizant of reactions 
delayed beyond four days. In my experi- 
ence such reactions are by no means rare. 
At least a six-day check-up is indicated. 
Shelmire noted delayed reactions ranging 
from 5 to 11 days. 

Perhaps the most variable feature of the 
dermatitis is its duration. This needs great 
emphasis, since treatment, not nature, is 
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generally credited when the course is brief. 
It goes without saying that the healing time 
is partly dependent on the intensity of the 
dermatitis. The greater the initial damage, 
the longer the time for repair. Other fac- 
tors are operating, however, since the heal- 
ing times of different persons with 
equivalent degrees of dermatitis vary from 
days to weeks. This question has been 
neglected. 

Quantitative patch testing is the most 
precise means of determining the degree 
or depth of sensitivity. Attention is called 
to the fact that a single patch test with a 
strong concentration may fail to distinguish 
between persons of different degrees of 
sensitivity. Using the reactions to 1:100 
PDC as an example, it is erroneous to 
assume that all 4+ (maximal) or, say, 3+ 
reactors have identical degrees of sensi- 
tivity. Quantitatively, the titers may be 
quite different. When dosage-response 
curves are drawn by plotting the intensity 
of the dermatitis against concentration, the 
slope of the curve is quite variable and the 
curve is by no means always linear. Some 
4+ 1:100 reactors will have titers beyond 
1 :1,000,000, while others do not react be- 
yond the 1:10,000 level, at least a 100-fold 
difference in sensitivity. Almost invariably 
the duration of the dermatitis produced by 
1% PDC will be greater in the former. 
From this the rule may be formulated that 
healing time is proportionate to the degree 
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of sensitivity as determined by quantitative 
patch testing. Some 3+1:100 reactors 
actually have a greater degree of sensitivity 
than those in the 4+ class, by virtue 
of reacting to greater dilutions. Gen- 
erally 4+ reactors to 1% PDC are more 
sensitive than lesser reactors when the 
refinement of quantitative patch testing 
is undertaken. The variations in the dosage- 
response curves are much less marked 
among 1+ and 2+ reactors and_ the 
curve is more uniformly linear. The titra- 
tion curve of 1+ reactors never extends 
out to the level of clinical sensitivity 
(1:10,000), whereas a small percentage 
of 2+ reactors will reach this point. 
Estimating the degree of sensitivity from 
a single concentrated patch test is very 
much like using undiluted serum in the 
serologic test for syphilis and grading the 
reaction from 1+ to 4+, a practice now 
supplanted by quantitative tests. Some 
sample titration curves are shown in Figure 
4. 

The skin, of course, is the preeminent 
shock organ in allergic contact dermatitis. 
To some extent it is happenstance that the 
skin has come to be thought of as the ex- 
clusive site of the allergic reaction, since 
it is generally the only part of the body 
sufficiently exposed to the allergen. Clin- 
ically, it is true that contact dermatitis is 
almost exclusively a skin disease; biologi- 
cally, however, ‘the allergic tissues capable 
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Fig. 4.—Variable pat- 
tern of dosage-response 
curves based on quanti- 
tative patch testing. Per- 
sons who react similarly 
to 1:100 PDC may in 
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fact have quite dissimilar 
degrees of sensitivity as 
indicated by divergent 
titers. As a generaliza- 
tion, however, the titers 
tend to be proportionate 
to the intensity of the 
concentrated patch test 





—s 
1100 11,000 140,COO 100,000 11,000,000 1100 


11,000 


‘ i . 
£10000 100,000 1:1,000000 reaction. 


CONCENTRATION OF PENTADECYL CATECHOL 


166 


Vol. 77, Feb., 1958 


POl 
of 


pate 
pro 
mu: 
con: 
infl 
by 
suf 
stor 


ing 
ject 
wer 
PD 
an 

thre 
was 
deg 
gea 


PD 
tior 
der 
det 
adj 


a: 
10° 
tra: 


the 
bec 
of 

fev 
tol 
sys 
sue 


the 
sul 


( 


bic 


all 
ge 
KI 








POISON IVY DERMATITIS 


of reacting are more widespread, possibly 
universal. The mucous membranes partici- 
pate to a lesser but definite extent. To 
produce a reaction in the mouth the subject 
must be highly sensitive and the allergen 
concentration high. Shelmire* produced 
inflammation of the tongue and hard palate 
by putting 1:10 oleoresin on the tongue. I 
suffered a severe, almost incapacitating, 
stomatitis by introducing 0.5 ml. of 10% 
PDC in sesame oil into my mouth, spread- 
ing it around with the tongue. Five sub- 
jects with mild or subclinical sensitivity 
were not harmed when 0.5 ml. of 10% 
PDC was put into their. mouths. This is 
an extremely high concentration. Each of 
three highly sensitive persons to whom this 
was done developed a stomatitis of varying 
degrees. There was no evidence of esopha- 
geal, laryngeal, or gastrointestinal distress. 
When these same persons took 1 ml. of 10% 
PDC in capsules, the only untoward reac- 
tion in two of them was pruritus ani. Evi- 
dently the sensitivity is limited to or is 
detectable only in the mucous membranes 
adjacent to the skin. 

“As regards participation of other organs 
it will suffice here to mention that when 
10% concentrations of PDC are given in- 
tramuscularly, the local and systemic effects 
in highly sensitive persons may be severe; 
the muscles and subcutaneous tissues may 
become highly inflamed, bearing the brunt 
of the attack, but in addition there may be 
fever, malaise, grippe-like syndromes, hema- 
tologic changes, and other responses of a 
systemic nature.*' It would seem that tis- 
sues other than the skin are capable of 
feacting provided that the antigen reaches 
them in sufficient concentration and the 
subject is sufficiently sensitive. It is pro- 
posed that allergic contact dermatitis is, 
biologically, a state of generalized or sys- 
temic allergy. Under the usual clinical cir- 
cumstances the potentiality of other tissues 
to react does not become manifest. Sidi 
and Dobkevitch-Morril ® noted a variety of 
constitutional reactions when patients with 
allergic contact dermatitis were given aller- 
gens by injection or by mouth. 
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Flare-ups of healed sites are well known 
in poison-ivy dermatitis at the time of a 
fresh attack or after patch testing. Shel- 
mire® remarks that healed areas remain 
supersensitive for many months, reacting 
to concentrations of allergen that will not 
elsewhere produce a dermatitis. This has 
been verified in the current investigation 
with one important qualification; namely, 
that there is a variable period, two to four 
weeks after healing, in which the site is 
actually hyporeactive. During this time the 
patch test may be negative or greatly les- 
sened within the healed sites. These altered 
reactivities are nonspecific in the sense of 
not having an immunologic basis; parallel 
changes to primary irritants and nonrelated 
antigens can be demonstrated in previously 
dermatitic skin. These generalizations hold 
for all forms of allergic contact dermatitis. 
The occasional instance in which a positive 
patch test is limited to a previous site of 
healed dermatitis is not a demonstration of 
localized allergy, as has been claimed, but 
simply reflects the enhanced reactivity of 
previously damaged skin in a patient with 
a borderline sensitivity. 

The entire skin may become supersensi- 
tive when the dermatitis is widespread. At 
such times patch tests formerly too dilute to 
provoke a reaction will do so. This, too, is 
nonspecific in nature. Other reactions (al- 
lergic or primary irritant) are elevated. 
Dermatologists know full well the explosive 
quality of such skin and often postpone 
patch testing until the dermatitis has abated. 
Less well known is the very antithesis of 
this, namely a state of generalized hypo- 
reactivity associated with a severe dissemi- 
nated dermatitis. I was several times 
deceived by this phenomenon, which is 
somewhat analagous to the refractory state 
which ensues after sublethal anaphylactic 
shock. I studied six persons with severe 
Rhus dermatitis who did not react to 
1:10,000 PDC. All reacted to 1:100 PDC. 
At first I refused to believe that they were 
suffering from poison-ivy dermatitis. With- 
in four to eight weeks, however, there was 
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a gradual return to clinical levels of PDC 
sensitivity. It would appear that some per- 
sons can become relatively refractory for 
a limited time after a severe antigenic 
“shock.” This refractoriness is reminiscent 
of the anergy exhibited by gravely ill pa- 
tients to antigens giving delayed reactions. 
For want of a better expression, the skin 
seems exhausted. Some poison ivy patients 
venture the intelligence that they become 
relatively immune for the remainider of the 
summer season after a severe spring attack. 
The “protection” which they claim is sus- 
ceptible of other interpretations but may be 
worthy of tentative belief in some instances. 
In my experience, refractoriness following a 
severe attack is not common. 

Shelmire* had previously come across the 
refractory state in a nurse to whom he had 
deliberately administered a large dose of 
oleoresin orally. Her skin became fiery red 
and edematous but, though her skin had 
been extremely sensitive previously, the 
application of a bruised leaf provoked no 
reaction. Other evidences of refractoriness 
were displayed by Shelmire’s patients, who 
developed pruritus, dyshidrosis, and wide- 
spread erythematous eruptions after a fairly 
large oral dose of oleoresin. After these 
signs of intolerance disajpeared, the same 
or even double this dose was tolerated with- 
out mishap and the reactions to patch tests 
were depressed. Shelmire does not make it 
clear whether he considers this a specific 
reduction in sensitivity in the immunologic 
sense. I have verified the phenomena he 
describes. The mechanism is unknown. 
Temporary anergy to dinitrochlorobenzene 
has been observed in guinea pigs after 
multiple patch tests with this substance.® 

The usual manifestations of poison ivy 
dermatitis are too well known for exposi- 
tion here. They conform to the expected 
pattern of allergic contact dermatitis. 
Rather characteristic, but not unique, is the 
tendency to form voluminous blisters. 


Unusual Manifestations 
Because poison ivy dermatitis is by far 
the commonest of all allergic diseases in the 
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United States, and because it often exists 
in a severe widespread form, an opportunity 
is provided to observe certain unusual phe- 
nomena which are generally not emphasized 
in connection with allergic contact derma- 
titis, as follows: 

Hematologic Changes.—Templeton et al. 
found that about one-third of the patients 
requiring hospitalization for severe poison 
oak dermatitis had a leukocytosis ranging 
between 10,000 and 16,000 leukocytes per 
cubic millimeter. About an equal number 
showed eosinophilia, generally ranging from 
5% to 10%. The leukocytosis is not in itself 
a particular expression of allergy, being a 
frequent concomitant of widespread derma- 
titis of any origin. But the frequency of 
eosinophilia has been largely overlooked. 
In this instance it is a specific hematologic 
response to the allergic stimulus or at least 
to the allergic reaction, as it is in diverse 
allergic conditions. In the present study, 
complete blood counts were done on 14 pa- 
tients with severe poison ivy dermatitis. 
Eight of these had eosinophilia exceeding 
5%, the highest reaching 22%. Leukocyto- 


sis ranging from 10,000 to 18,000 leuko- | 


cytes per cubic millimeter was found in 
seven. Eosinophilia is a quite common 
development after hyposensitizing injections 
of PDC. Insufficiently appreciated is the 
fact of tissue eosinophilia at the site of 
allergic contact dermatitis, especially in the 
presence of hematologic eosinophilia. Three 
of six biopsies of intensely dermatitic skin 
showed local infiltration with eosinophiles. 
This is a distinguishing cytologic point 
between allergic and primary irritant con- 
tact dermatitis, which are often wrongly 
thought to be histologically identical. 
Pinkus ® has commented on tissue eosino- 
philia in other types of allergic contact 
dermatitis. 

Kidney Damage.—Weeks after a severe 
poison ivy dermatitis, particularly if it is 
recurrent, signs of kidney damage may 
emerge. Rytand et al.®®? observed signs 
of renal tubular damage and the nephrotic 
syndrome in six of seven persons. The 
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medical diagnoses included lipoid nephrosis, 
glomerulonephritis, and lower nephron 
nephrosis. It is highly significant that only 
one of these cases received phylactic in- 
jections of poison ivy antigen during the 
acute dermatitis. Shaffer and Burgoon’s ® 
report of two cases of glomerulonephritis, 
one fatal, after four injections of poison ivy 
antigen during the dermatitis, has justifiably 
caused considerable alarm. Their conclusion 
that the injections (which actually contained 
only minute amounts of allergen) evoked 
an allergic response in the kidney is open 
to considerable doubt. While the possibility 
of allergic renal disease cannot be ruled 
out, the evidence is not at all convincing. 
A more probable explanation, adequately 
considered by Rytand, is that the glomerulo- 
nephritis is a consequence of secondary 
bacterial infection of the widespread der- 
matitis. The latent period of several weeks 
or more strongly suggests this. Pyoderma 
has been implicated as a preceding causative 
event in glomerulonephritis. 


MeNair’s ! finding of proteinuria in 50% 


| of poison ivy cases was not confirmed by 


Templeton et al. In the present study, 
albuminuria was not present in any of 21 
severe cases whose urine was examined at 
the height of the dermatitis. Nor did albu- 
minuria or other urinary abnormalities oc- 
cur significantly in subjects receiving 
hyposensitizing injections of PDC, even 
with massive doses. 

Wheal Reactions—Bouts of urticaria 
were seen in two patients during severe 
attacks of untreated Rhus dermatitis. Of 
many questioned, only a few could recall 
such a happening. When the dose is too 
large or the patient extremely sensitive, 
urticaria is a quite common side-reaction 
during Rhus hyposensitization; therefore, 
it is known that Rhus allergens have at least 
the potentiality of evoking urticaria. How- 
ever, urticaria and contact dermatitis be- 
long to different allergic categories, the 
immediate and delayed types, respectively; 
these are immunologically distinct. 


Kligman 


The presence of circulating serum anti- 
bodies in the former is a valid distinguish- 
ing feature. Also, the rapid emergence and 
dominance of the vascular effect (edema) 
are quite characteristic. It is coming to be 
better understood that immediate and de- 
layed type allergies to the same allergen 
may co-exist. While it is clinically helpful 
to classify allergic disorders into one or 
the other type according to which manifes- 
tations are dominant, such a_ classi- 
fication is inconsistent with biologic fact. 
Chase’s ®:7° researches have greatly illumi- 
nated this subject. He states that every 
immunologic stimulus gives rise in some 
measure to both immediate and delayed type 
components; one usually predominates. 
Focusing upon allergic contact dermatitis 
in _ particular, Landsteiner™! and Land- 
steiner and Chase’? showed many years 
ago that animals rendered contact-sensitive 
to picryl chloride died in anaphylactic 
shock when intravenously injected with 
picryl chloride-protein conjugates. It should 
be noted that a special protein conjugate of 
the haptene, not the simple chemical, is 
generally needed to disclose the immediate- 
type allergy. Eisen ** has found that some 
contact allergens readily produce circulating 
antibodies along with contact sensitization, 
while others induce only contact allergy. 
The immediate-type allergy which may co- 
exist in the individual with allergic contact 
dermatitis generally remains hidden, a po- 
tentiality which does not ordinarily reach 
clinical expression. If we think of the anti- 
body factory as a two-pronged system, im- 
mediate antibody synthesis to contact 
allergens is the shorter, inconspicuous 
prong. Horsfall** had a patient with ex- 
treme contact sensitivity to formalin who 
reacted immediately with wheals upon in- 
tracutaneous testing with formalized protein 
conjugates; this was followed by the typical 
delayed response. In guinea pigs contact 
sensitized to certain anhydrides (citraconic, 
phthalic, etc.), Jacobs *® was able to produce 
wheals even without prior conjugation sim- 
ply by scratch testing with the pure chem- 
icals. 
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With this background we may now ex- 
amine immediate-type allergy in Rhus der- 
matitis. Dermatitis, not urticaria, is the 
invariable local reaction at sites of contact. 
The requirement for the development of 
wheals is the hematogenous distribution of 
a sufficient quantity of antigen (presumably 
a catechol-protein conjugate) to the skin 
of a highly sensitized person. Because of 
the skin’s impermeability, external contact 
rarely enables enough antigen to reach the 
blood stream, and, therefore, it is partic- 
ularly by ingestion or injection of larger 
quantities of allergen during hyposensitiza- 
tion that urticaria is evoked. As a rule the 
hives do not begin to appear before 12 to 
24 hours, and so the reaction is not imme- 
date in time but only morphologically. 
The latent period possibly represents the 
time required for formation and distribution 
of the proper conjugate. When the contact 
sensitization is weak, even a fairly large 
intramuscular injection of PDC (100 mg.) 
fails to evoke wheals, presumably because 
the titer of circulating antibodies is too low. 
Contrariwise, this same dose will produce 
urticaria in almost every highly sensitized 
person. 

The greater the contact sensitization, the 
more likely that the weaker immediate-type 
allergy may reach the clinical level of de- 
tection. It is only in the exquisitely sensi- 
tive that generalized hives may develop 
from simple external contact with the plants. 
This is rare. It should be firmly under- 
stood that urticaria is not a manifestation 
of allergic contact dermatitis but merely an 
associated phenomenon. The severest mani- 
festation of the immediate-type allergy 
which may be associated with the state of 
contact sensitization, anaphylaxis, has for- 
tunately not been witnessed in humans. The 
probability of such an event is remote, even 
when the haptene is injected or ingested. 

In his beautiful animal studies Chase ® 
has made an acute observation which has 
been generally overlooked. He has noted 
the blending of the urticarial and eczematous 
reactions in the lesions of allergic contact 
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dermatitis. This is essentially a clinical 
demonstration of the coexistence of the 
immediate and delayed-type allergies at the 
same site. The typical eczematous response 
is, of course, dominant at sites of contact, 
but surrounding it and often subtending it 
there may be considerable urticarial swell- 
ing. Students of human allergic contact 
dermatitis have undoubtedly encountered 
this swelling reaction many times in highly 
sensitive persons but, by considering it 
secondary to the severe eczematous reaction, 
have probably missed its true significance. 
In addition, the very intensity of the ec- 
zematous response masks the “giant hive” 
which subtends it. I have frequently seen 
such blended lesions in cases of severe 
poison ivy dermatitis. The explanation is 
attractive that such patients have circulating 
antibodies in sufficient titer to elicit the 
urticarial response concomitantly with the 
eczematous lesion. 

In a meticulous study of the Arthus 
phenomenon, which is an immediate-type 
allergy, Gell ® has found in the same lesion 
histologic changes which are characteristic 
of the immediate and the delayed response, 
For years Kallés ™ has been insisting that 
there is no principal histologic difference 
between the lesions of immediate and de- 
layed-type allergies, merely one of degree 
and duration. Histologic studies of allergic 
contact dermatitis in our laboratory lead 
us to concur in this concept. 

“Id” Reactions—A variety of erythem- 
atous macular and papular rashes occur dur- 
ing hyposensitization with Rhus allergens. 
Attention is drawn to the spontaneous de- 
velopment of such “ids” during severe 
attacks of Rhus dermatitis. The patient 
must be highly sensitive. There is a_ten- 
dency to forget that lesions may result from 
hematogenous distribution of absorbed al- 
lergen as well as at sites of contact. 

Dyshidrosis—The palms are usually ex- 
empted in poison-ivy dermatitis because of 
the impenetrability of the thick stratum 
corneum. However, an occasional highly 
sensitive patient presents the picture of 
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dyshidrosis. This reaction sometimes is 
straightforward contact dermatitis but may 
also be an allergic id due to hematogenously 
distributed antigen, especially during hypo- 
sensitzation, but occasionally from absorbed 
antigen after external contact in the highly 
sensitive. 

Pigmentary Changes.—Leukoderma is oc- 
casionally a sequela of Rhus dermatitis.7® 
The usual response, of course, is hyperpig- 
mentation. 


External or Topical Prophylaxis 


There flourishes among special classes of 
persons particularly concerned with the pre- 
vention of poison-ivy dermatitis, viz., out- 
doorsmen, mothers, camp directors, etc., a 
number of practices which are thought to 
prevent or moderate the ensuing dermatitis. 
These treatments are applied before or after 
exposure, but at any rate before the derma- 
titis appears; that is, they are prophylactic 
measures. These fall into several classes, 
as follows: (1) removal by washing or 
solvents; (2) barrier creams; (3) detoxi- 
cants (oxidizing and complexing agents 
which chemically inactivate the antigen). 

1. Removal by Washing.—Washing with 
strong laundry soap after an exposure has 
enjoyed great popularity. When examined 
critically, however, the benefits become du- 
bious. Shelmire* was unable to alter the 
dermatitis significantly by soap and ‘water 
washing for five minutes immediately after 
tubbing leaves on highly sensitive persons! 
There was some moderation in mildly sen- 
sitive persons when the washing was done 
within 5 to 10 minutes. Typical of the stark 
conflicts which abound in poison-ivy studies 


is Pfaff’s7® claim that soap and water 
washing will prevent the dermatitis if done 
within a few hours of exposure and will 
abort an attack in the vast majority even 
after vesicles have appeared! To explore 
this question further, I applied bruised 
leaves to the forearms and washed vigor- 
ously (Ivory soap) for two minutes at the 
following intervals after exposure: 1 min- 
ute, 5 minutes, 10 minutes, 30 minutes, 60 
minutes. Two groups of four adult sub- 
jects each were employed; the first group 
were highly sensitive, giving patch test re- 
actions to 1:1,000,000 PDC. The second 
were borderline cases of clinical sensitivity, 
reacting to 1:10,000 but not 1:100,000 
PDC, 


The results are presented in Table 6. 

In the highly sensitive, washing which is 
delayed until five minutes after exposure 
will do very little good. In the mildly sen- 
sitive, washing within 30 minutes may pre- 
vent the dermatitis in some, but not after 
one hour. While these results are somewhat 
more favorable than Shelmire’s, one must 
agree with him that washing has very little 
practical merit under average field condi- 
tions. Essentially the same results were 
obtained with medicinal soft soap U. S. P. 
(semisolid green soap) and when a solvent 
consisting of equal parts of acetone and 
ether were substituted for ordinary soap. 
From these studies it seems evident that 
penetration and/or fixation of the antigen 
in the skin is extremely rapid. 

2. Barrier Creams.—Tests were carried 
out with representatives of the two main 


TABLE 6.—Effect of Washing on Dermatitis 








Minutes After Exposure 
















































































Subjects Control 
1 5 10 30 60 

1 5 at e+ 
High sensitivity 2 + +44 

3 bs ++ 

4 +r +4+++ 

1 + 0 0 0 0 ae 
Borderline sensitivity 2 + 0 0 0 + os 

3 - 0 + 0 + + 

4 + 0 0 0 0 + 
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types, (1) against water (silicone cream); 
and (2) against oils.#¢ Four highly sensitive 
subjects were used. White petrolatum served 
as the control. The ointments were applied 
to the forearms and crushed leaves pressed 
down 30 and 60 minutes later. The silicone 
cream proved valueless. After 30 but not 
60 minutes there was a slight to moderate 
suppression of the dermatitis with the oil 
barrier cream, but the results were not 
superior to plain petrolatum. It is concluded 
that barrier creams offer no practical degree 
of protection against poison ivy dermatitis. 

3. Detoxicants.—Chemical inactivation of 
the allergen is a logical possibility in topical 
prophylaxis. The many efforts along these 
lines are attractive because they have a ra- 
tional chemical basis. Offhand, it would 
seem that the task of finding a chemical 
inactivator should not be difficult; the prac- 
tical handicaps however, are really very 
great when one considers that the antigen 
penetrates quickly and soon becomes inac- 
cessible. The detoxicant must, therefore, 
intercept and destroy the antigen before any 
of it gets into the skin. Furthermore, the 
test tube conditions of inactivation are a 
far cry from what happens on the skin’s 
surface. 

Detoxicants are mainly of two kinds, (1) 
oxidants (potassium permanganate, hydro- 
gen peroxide, sodium perborate, iodine, 
etc.) and (2) complexing or chelating 
agents which form chemical combinations. 
Many of these are salts of heavy metals 
(iron, zirconium, silver, barium, manganese, 
etc.). Often the inactivation is slow and 
would probably not take place with suffi- 
cient speed on the skin’s surface. Another 
limitation, emphasized by Gisvold,®° is that 
many agents such as ferric chloride which 


{| The silicone cream was Pro-Derna (Westwood 
Pharmacal Corp.; contains approximately 50% 
silicone. 

# The formula for the oil-type barrier was: 
hydrous wool fat (Lanolin) 25%; castor oil 25%; 
ceresin wax 64C 5%; polyoxyethylene sorbitan 
monostearate (Tween 61) 5%; white petrolatum 
40%. 
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precipitate the antigen in vitro do not 
thereby inactivate it. 

Howell ** was unable to prevent the der- 
matitis with strong ferric chloride or sodium 
perborate solutions. The application of 
10% (!) potassium permanganate within 
5 to 10 minutes did have a moderating effect 
in moderately sensitive subjects. Shelmire * 
disproved the claim of Schwartz et al. 
that sodium perborate detoxified the antigen 
in vitro and that 10% ointments could 
prevent the dermatitis. While it may be 
true that the enzyme tyrosinase catalyzes 
the oxidation of Rhus antigens in vitro, its 
capacity to prevent a dermatitis when ap- 
plied a few hours after exposure, which 
Sizer and Prokesch*? aver, must be 
doubted. Recently enthusiastic claims have 
been made for a modern complexing agent, 
zirconium,®* generally prescribed in the 
form of hydrous zirconium oxide. It is 
said to prevent the dermatitis even when 
applied an hour after exposure. After not- 
ing that synthetic phenol-formaldehyde 
resins (Amberlite) could remove Rhus 
antigens from solution, Thurmon et al. 
found them superior to zirconium, an anti- 
cholinergic cream,* hydrocortisone, and a 
control (in that order of effectiveness) 
when applied two to nine hours after con- 
taminating the skin with oleoresin. It is 
unlikely that this will be confirmed. 

I have conducted innumerable tests with 
a galaxy of materials purported to abort 
poison ivy dermatitis. In general the pro- 
cedure consisted of applying the prophy- 
lactic agent one hour before and, in another 
site, one hour after a standard leaf expo- 
sure. A third site received no treatment 
(control). The subjects were all adult male 
prisoners of high degrees of susceptibility. 
My original mild optiraism has degenérated 
into lack of confidence that topical prophy- 
laxis can be made practical by any of the 
methods so far conceived. Rather than list 
the 34 preparations that were tried over a 
period of two years, I need only say that 
they were representative of the kinds usu- 


* Prantal creatii (Schering). 
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ally recommended. None had any effect. It 
is worth pointing out that the allergic proc- 
ess is probably well under way within an 
hour or two, perhaps irreversibly so, even 
if it were possible to inactivate excess sur- 
face allergen. 


Systemic Prophylaxis 


Specific hyposensitization by the adminis- 
tration of Rhus antigens is attainable to a 
limited but definite degree. This will be 
the subject of the next report. 


Therapy 


There are two aspects to therapy, (1) 
systemic and (2) topical. 

1. Topical Therapy.—The long-standing 
effort to find an effective topical medication 
for acute poison ivy dermatitis is not one 
of the proud chapters in the history of 
medicine. “Furor therapeuticus” is much in 
evidence in the literature. McNair? treats 
the subject extensively—and rather uncrit- 
ically. Quantitatively, the number of treat- 
ments which have at one time or another 
been admired is prodigious. Qualitatively, 
they range from the preposterous to the 
fantastic. The stream of new therapies 
continues to flow briskly. A brief listing 
of some of the more interesting agents 
which have been thought beneficial clearly 
teveals the profound emotional effects of 
therapeutic desperation: morphine (topi- 
cally!), bromine, kerosene, gunpowder (the 
symbolism here is beautiful), iodine, aqua 


| regia(!), buttermilk, cream and marshmai- 


lows (!), and innumerable botanicals such 
as snakeroot, coffee, gelsemium, hellebore, 
ipecac, lobelia, mustard, opium, strychnine 
(!), veratrum, etc., etc. Throughout there 
is a remarkable disregard for a simple bio- 
logical fact, namely, that poison ivy derma- 
titis is a self-resolving process. Perhaps it 
is inevitable that physicians insist on taking 
credit for what is accomplished by nature. 
There is a notable want of controlled ex- 
perimental study in substantiating thera- 
peutic claims. Variables which make 
objective evaluation difficult in office prac- 
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tice or in field trials include intensity of 
exposure (amount of antigen deposited on 
skin), degree of sensitivity, and natural 
course without treatment. These limitations 
can be largely overcome by using the same 
subjects, giving standard exposures (prefer- 
ably with the leaf), and including two 
controls, (1) untreated dermatitis and (2) 
treatment with the unmedicated vehicle. 

To make a long and frustrating. story 
short, I have not found in a long series of 
tests, using a panel of five highly sensitive 
subjects, a single topical agent or prescrip- 
tion among more than 30 tried which unmis- 
takably influenced the course of acute poison 
ivy dermatitis when compared with standard 
bland dermatologic treatment (simple com- 
presses and nonmedicated shake lotions or 
creams). The agents were applied t. i. d. 
beginning 12 hours after the leaf exposure. 

A word is in order concerning topical 
corticosteroids, since these conceivably 
could suppress the inflammatory response 
set off by the allergic reaction. Topical 
hydrocortisone and its derivatives tend to 
be indiscriminately used for all kinds of 
dermatitis. Kalz and his co-workers ** used 
1% to 2.5% hydrocortisone ointments and 
state that “the effect was striking and 
most satisfactory in the large majority of 
cases of contact dermatitis.” Topical fludro- 
cortisone acetate has been thought to be 
beneficial in acute dermatitis.*° In care- 
fully controlled studies with a variety of © 
contact allergens, given at threshold con- 
centrations so as to provoke a borderline 
dermatitis, we have been unable to demon- 
strate any moderating effect of topical 
hydrocortisone, regardless of the frequency 
of applications, even when the treatment 
was begun within 10 minutes after applica- 
tion of the allergen. The agents used in- 
cluded prednisolone, hydrocortisone (free 
alcohol and acetate), fludrocortisone, and 
several soluble salts of hydrocortisone 
derivatives. This topical ineffectiveness may 
be contrasted with the marked suppressive 
effect on allergic contact dermatitis obtained 
by prior injection at the test site with 1 mg, 
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of hydrocortisone and 0.1 mg. fludro- 
cortisone. Evidently topical application to 
an acute dermatitis is futile because of an 
insufficient tissue concentration, probably 
owing to inadequate penetration and too 
rapid diffusion. 

The lack of a specific therapy for poison 
ivy dermatitis does not mean that topical 
dermatologic measures should be abandoned. 
The treatment of Rhus dermatitis is the 
treatment of contact dermatitis in general; 
the problem is not a special one and calls 
for the nonspecific time-honored methods 
of managing eczematous eruptions secun- 
dum artem. These are directed at supporting 
the self-righting mechanisms of the skin 
and promoting the hygienic conditions which 
favor healing (baths, compresses, bland lo- 
tions, and creams). The treatment of the 
pruritus is the treatment of the dermatitis 
which causes it. A highly effective topical 
antipruritic agent is not yet at hand. 

2. Systemic Therapy.—Corticosteroids 
and corticotropin have revolutionized the 
treatment of allergic contact dermatitis. The 
great majority of cases will be benefited 
by the equivalent of 100 mg. of cortisone 
or 40 units of corticotropin daily. It is wise 
to begin with two to three times these dos- 
ages for the first day or two. An occasional 
highly sensitive individual will not be helped 
by any dose. 

In controlled studies with quantitative 
patch testing using PDC, the following 
antihistaminic agents exerted no effect on 
the dermatitis (the drugs were given one 
day before the allergenic stimulus and were 
continued daily during the active dermatitic 
stages): (1) diphenhydramine hydrochlo- 
ride (Benadryl Hydrochloride), 100 mg. 
daily; (2) tripelennamine (Pyribenzamine), 
200 mg. daily; (3)  chlorpheniramine 
maleate (Chlor-Trimeton Maleate), 16 mg. 
daily. 

Exclusive of corticosteroids, no oral or 
parenteral drug has been clearly demon- 
strated to influence beneficially the course 
of allergic contact dermatitis. 
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Antigen Therapy of Acute Poison Ivy 
Dermatitis—About 1915 two Philadelphia 
physicians began to treat fire with fire and 
recommended injections of Rhus oleoresin 
to control the acute dermatitis.°*** It will 
be instructive to dwell upon the extraordi- 
nary credulousness of physicians for this 
unproved recommendation. It should be 
noted that the subject here is phylaxis, not 
prophylaxis. In introducing the “toxin 
treatment” of acute poison ivy dermatitis, 
Strickler 8§ presents the following extra- 
ordinary statement: “The almost magic 
rapidity with which the amelioration of the 
itching associated with this affection occurs, 


the rapid subsidence of the lesions, the ( 


uniformity with which good results are 
obtained, and the avoidance of uncomfort- 
able moist applications recommended under 
the old method of treatment suggest that 
this method marks a distinct advance in the 
curability of dermatitis venenata due to 
Rhus toxicodendron.” Two to five in- 
jections of an alcoholic extract were ad- 
vocated; usually two sufficed. With the 
mounting enthusiasm characteristic of un- 
controlled observation, this same author had 
occasion to note later that improvement 
ocurs in the vast majority within 24 hours 
and sometimes even in 2 hours! Only 5% 
of 356 cases failed to show this splendid 
result. At a dermatologic symposium in 
1925,®° Schamberg remarks that “progres- 
sion of the dermatitis immediately ceases if 
antigen is used.” Eminent physicians of 
the day forthwith confirmed these wonder- 
ful benefits at the same symposium. There 
followed a rash of papers extolling the 
“treatment.” °°? The potency of the oleo- 
resin extracts was, of course, totally un- 
known. Duncan’s *° antigen treatment of 
the same era was even simpler. The afflicted 
person had only to chew the leaves, making 
sure to use the very same leaves that had 
caused the dermatitis and not others! He 
provides the usual type of “striking proofs” 
and testimonies. To forestall any. question 
of credit, he is careful to point out that 
his method is autotherapy, not homeopathy. 
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Skeptics of the toxin treatment were not 
much in evidence; however, it was happily 


another Philadelphia physician, Corson % 


who first found the toxin therapy not only 
worthless but also dangerous, recording a 
case of generalized vesicular dermatitis 
provoked by the injections. Later, in 1938, 
another minority voice was Sompayrac,)” 
who did a controlled study and found the 
method valueless. Templeton 1°! devoted an 
essay to untoward reactions, mostly urti- 
caria, about which the earlier enthusiasts 
were strangely silent. Goldman 1 observed 
distressing reactions in four patients, in- 
cluding local swelling at the injection site, 
urticaria, vesicular eruptions, and general- 
ized pruritus. Howell 1 tried the treatment 
without success in 1947, noting untoward 
eruptions and even prolongation of the 
original dermatitis. Wondering why his 
predecessors had not got into more trou- 
ble, he supplied an interesting and whimsi- 
cal answer. The commercial extracts were 
so weak and. degraded that he could find 
only three of eight brands with sufficient 
traces of antigen to incite a dermatitis by 
patch test in a highly sensitive subject! 
Perhaps some consolation is to be found 
in the fact that if the extracts were for the 
most part impotent they were at least so 
weak as to be almost completely harmless. 
One is confronted with the quixotic fact 
that many physicians achieved remarkable 
results with an extract biologically equiva- 
lent to water! 

The following study extends Howell’s 
observations. A series of subjects of vary- 
ing sensitivity were patch tested with four 
commercial brands of Rhus oleoresin. In 
general these preparations are made up to 
contain about 0.1% solids (oleoresin), 
sometimes a little more. The titer of each 
subject had been previously determined by 
serial patch testing with PDC. The results 
were as presented in Table 7. 

Of the four brands one was totally im- 
potent and, conversely, only one was suffi- 
ciently active to give a reaction at the level 
of clinical sensitivity, 1:10,000. It is obvi- 
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TaBLE 7.—Results of Testing with Commercial 
Brands of Rhus Oleoresin 








N Reactors to Brand 
0. 
Subjects #1 #2 #3 #4 





PDC Sensitivity Titer 


1;100 3 0 0 0 0 
1:1,000 2 0 0 0 0 
1:10,000 3 0 1 0 0 
1:100,000 2 0 2 2 0 
1:1,000,000 1 0 1 1 1 





ous why it is usually safe to use such 
preparations in the treatment of the acute 
dermatitis. The original concentration is 
fairly low, and with time there is a ten- 
dency toward deterioration; however, I 
have had some batches of 0.1% oleoresin in 
sesame oil which were fairly stable over a 
two-year period and others which deterio- 
rated. The variability and instability of 
crude extracts are a great disadvantage. In 
fairness it should be noted that the manu- 
facturers of such extracts generally do not 
recommend their use for treatment of the 
acute dermatitis, but rather for prophylaxis. 

To gain more information on the hazards 
of phylactic treatment, I deliberately 
administered 0.2 cc. of 10% PDC in 
sesame oil intramuscularly to 11 patients 
with acute poison ivy dermatitis. The in- 
jection of this quantity (20 mg.) into two 
highly sensitive patients with a generalized 
dermatitis resulted in their hospitalization 
with the following findings: temperature to 
104 F, leukocytosis (up to 18,000 leukocytes 
per cubic millimeter), eosinophilia (11% and 
18% respectively), headache, malaise, in- 
tense coughing in one case, and meningis- 
mus in one case. The urinalyses were 
normal as were BUN and chest x-rays. 
There were intensification of the dermatitis, 
generalized pruritus, generalized erythem- 
atous exanthem, and, in one, generalized 
hives. A severe cellulitis occupied the site 
of injection with soreness, great swelling, 
and pain. Both responded promptly to in- 
travenous corticotropin, 40 units daily sup- 
plemented by 100 units of cortisone daily 
by mouth, 

Five other persons developed adverse 
reactions as follows (no blood studies or 
urinalyses done) : 
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urticaria 

dyshidrosis 

-fever 

exanthem 

pruritus 

cellulitis of injection site 

exacerbation of dermatitis 

malaise 

grippe-like symptoms 

Neither these five nor the preceding two 
developed a spontaneous vesicular eruption 
(excepting one instance of dyshidrosis). 
All responded satisfactorily to corticoster- 
oids. The remaining four cases remained 
free of important side-reactions save for 
local pain and swelling at the injection site 
in two cases. Those who escaped were not 
always the least sensitive. It may be con- 
cluded that there is a very high likelihood 
of untoward reactions, not grave but dis- 
tressing, when a significant quantity of 
antigen is given during the acute attack. 
In highly sensitive persons adverse reac- 
tions are almost a certainty if the equiva- 
lent of 20 mg. of PDC is given. 

The administration of an allergen which 
is the cause of an already existent derma- 
titis is senseless and contraindicated. This 
principle is so paramount in dermatology 
that it is almost a universal rule to postpone 
even patch testing. during an acute allergic 
contact dermatitis. To bombard sensitive 
tissue via the hematogenous route can only 
add to the patient’s woes. 

It is disappointing to note that current 
authors can find some merit in antigen 
therapy.1%29° My experience with hun- 
dreds of poison ivy patients indicates that 
the therapeutic intramuscular injection of 
oleoresins is still very much in vogue. This 
practice is to be conderaned in the strongest 
terms. 


NwWN NAD BK WH 


Summary 
1. The family Anacardiaceae includes a 
number of immunologically related plants 
which are dermatitogenic. The two most 
important in the United States are Rhus 
radicans (poison ivy) and Rhus _toxico- 
dendron (poison oak). 
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2. The four Rhus allergens have the 
common chemical skeleton of a catechol with 
a 15 carbon side-chain in the 3 position, 
They differ only in the degree of unsatura- 
tion of the side-chain. The chemical re- 
quirements for strong cross reactivity are 
the presence of free phenolic groups and 
a long side-chain in the 3 position. Weak 
cross reactions are exhibited by all the 
mono- and dihydric phenols with a 15 car- 
bon atom side-chain and to a less extent 
by dihydric phenols even without a side- 
chain. 

3. The allergenic principle is present in 
all parts of the plant which contain resin 
canals. Its release requires bruising of the 
tissue. The factors which influence the 
dermatitogenecity of the plants are detailed. 

4. All persons can become Rhus-sensi- 
tive with sufficient exposure at the appro- 
priate time. There is no evidence of a 
spontaneously acquired immunity. There is 
no racial immunity. 

5. About 50% of young adults will react 
positively to the application of bruised 
leaves. Darkly pigmented races have a 
lower incidence. 

6. Sensitivity gradually declines with 
time, irrespective of continued casual expo- 
sure. A minority of persons over 60 are 
Rhus-sensitive. 

7. Those who react to strong concentra- 
tions of the saturated Rhus allergen (penta- 
decyl catechol) but not to the leaf are 
termed subclinical reactors. Presumably 
most of these have lost their clinical sensi- 
tivity. 

8. Once lost, sensitivity is not easily 
reestablished except by severe exposure and 
then only in a minority of instances. 

9. Rhus sensitization cannot be prevented 
by prior feeding or contact with the aller- 
gen. 

10. The depth or degree of sensitization 
is revealed by quantitative patch tests with 
serial dilutions. The titer, beyond which 
further dilution causes no reaction is a 
meaningful measure of the degree of sensi- 
tization. 
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il. The theoretical proposition is made 
that allergic contact dermatitis is a general- 
ized state of sensitivity with chief reactivity 
localized in the skin. 

12. Immediately after or concomitant 
with severe widespread Rhus dermatitis the 
skin may show two opposite types of reac- 
tions: supersensitivity or hyposensitivity. 

13. The unusual consequences of Rhus 
dermatitis include eosinophilia, kidney dam- 
age, urticaria, and dyshidrosis. 

14. There is no practical topical measure 
which will adequately protect against field 
exposures to Rhus plants. This includes 
soap and water washing, barrier creams, 
and detoxicants, 

15. No topical therapy is efficacious in 
aborting or moderating Rhus dermatitis as 
compared with the usual nonspecific derma- 
tologic measures. 

16. Corticosteroids are the only systemic 


agents with a demonstrated ability to benefit 


Rhus dermatitis, 

17. The treatment of Rhus dermatitis by 
the administration of Rhus allergens during 
the acute attack is irrational and hazardous. 


Department of Dermatology, University Hospital, 
University of Pennsylvania (4). 
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Vascular Reactions in Chronically Inflamed Skin 


II. Action of Epinephrine and Phentolamine (Regitine); Action of Acetyl- 
choline and Methacholine (Mecholyl), and the “Delayed Blanch” 


WILLIAM B. REED, M.D., and ROBERT R. KIERLAND, M.D., Rochester, Minn. 


Part I of these studies on vascular reac- 
tions in chronically inflamed skin dealt with 
mechanical cutaneous stimulation and the 
inhibition of white dermographism.’ This 
part will consider the action of epinephrine 
and phentolamine (Regitine), and the ac- 
tion of acetylcholine and methacholine 
(Mecholyl), together with a discussion of 
the “delayed blanch” phenomenon. 


Action of Epinephrine and an 
Inhibitor, Phentolamine 


The most powerful physiologic agents for 
constricting the blood vessels of the skin are 
epinephrine and arterenol (norepinephrine), 
both of which are elaborated by the adrenal 
medulla and at the ends of postganglionic 
sympathetic fibers. Arterenol probably is the 
major adrenergic mediator at the postgan- 
glionic neuroeffector junctions, whereas 
epinephrine is the predominant sympatho- 
mimetic amine released by the adrenal 
medulla. Epinephrine is thought to be 
formed by the methylation of arterenol, the 
methyl group coming from such methyl 
donors as methionine.” 


Portion of the essay awarded fourth prize in 
the annual essay contest of the American Derma- 
tological Association, Inc., in 1956. 


Abridgment of portion of thesis submitted by 
Dr. Reed to the Faculty of the Graduate School 
of the University of Minnesota in partial fulfill- 
ment of the requirements for the degree of Master 
of Science in Dermatology. 

Fellow in Dermatology, Mayo Foundation (Dr. 
Reed), and Section of Dermatology (Dr. Kier- 
land), Mayo Clinic and Mayo Foundation. The 
Mayo Foundation, Rochester, Minn, is a part 
of the Graduate School of the University of 
Minnesota. 


UMI 


Arterenol and epinephrine act directly on 
the muscular elements of the cutaneous 
blood vessels to cause vasoconstriction and 
are the most powerful constricting substances 
for the arterioles, metarterioles, venules, and 
veins of the skin. Because there is no 
highly specific enzyme to destroy these chem- 
icals, their action is prolonged in comparison 
with that of such agents as acetylcholine. 
According to Rothman,’ the smallest con- 
centration of epinephrine able to cause visi- 
ble paling of the human skin is about 
1:100,000. When epinephrine or arterenol is 
injected’ into the skin, immediate blanching 
occurs at the site of injection. As the con- 
stricting substance spreads through the 
lymphatic vessels of the skin, white pseudo- 
pods appear. The ivory whiteness of the 
skin affected by these chemicals contrasts 
with its natural color. Surrounding the zone 
of vasoconstriction is seen the immediate 
axon-reflex flare, which disappears in 10 to 
15 minutes. 

Vasoconstriction is counteracted by cer- 
tain adrenergic blocking agents that inter- 
pose a barrier between the exciting agent 
and the actual process of contraction. Their 
exact mechanism is not known, but these 
agents are more effective against circulating 
sympathomimetic agents than they are 
against sympathetic-nerve impulses. The 
blocking agent may prevent the penetration 
of circulating epinephrine into the effector 
cells. However, sympathetic-nerve impulses 
release their mediator within the effector 
cells and thus are less likely to be blocked 
by a circulating sympatholytic agent.? 

Three groups of substances have been 
used to counteract vasoconstriction in the 
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skin. They are alkaloids of ergot, the B- 
haloalkylamines, and the imidazolines. Di- 
benzyl-beta-chloroethylamine hydrochloride 
(dibenamine) is the best known of the B- 
haloalkylamines, while tolazoline (Priscoline) 
hydrochloride is the best known of the 
imidazolines. 

Administration of epinephrine in dilutions 
as great as 1:100,000 or more produces fleet- 
ing reactions of vasoconstriction similar to 
those seen in light stroking of the skin. 
However, the cutaneous responsiveness to 
the constrictor substances is reduced or lost 
in acute inflammatory conditions, whereas 
it is normal in chronic inflammation, ac- 
cording to Rothman. The acute inflamma- 
tory process paralyzes the musclar elements 
of the maximally dilated precapillaries, mak- 
ing contraction impossible. 

Lobitz and Campbell* found that the 
response to epinephrine in 10 atopic patients 
was similar qualitatively and quantitatively 
to that in normal persons. Blanching was 
present in 100% of the observations; and the 
axon reflex was noted in 96% of the pa- 
tients. Sweating was associated with blanch- 
ing of the skin in 89% of the patients; 
these observers thought that it was the result 
of stimulation by epinephrine of the eccrine 
sweat glands. They did not describe the 
acuteness of the inflammatory response of 
the skin at the time of examination. 

In the present study, phentolamine was 
used to inhibit the action of epinephrine in 
the skin. Kernen and Brun® used this 
adrenolytic agent to inhibit the adrenergic 
sweat response. Phentolamine is a potent 
antiadrenergic drug of the imidazoline 
group that is used in the diagnosis of 
pheochromocytoma.® It is a relatively non- 
toxic agent that blocks the peripheral effects 
associated with electric stimulation of 
sympathetic nerves.? In comparatively small 
doses it also reverses the hypertensive action 
of injected epinephrine and the pressor re- 
sponse to arterenol.® 


Procedure 


Epinephrine (0.1 ml. of both 1:10,000 and 
1:100,000 dilutions) was injected into the skin of 
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11 patients with atopic dermatitis, 4 with dis- 
seminated neurodermatitis, 5 with psoriatic eryth- 
roderma, and 3 with mycosis fungoides. In 3, 
5, and 15 minutes the skin was photographed with 
Kodachrome film at a fixed distance. After de- 
velopment of the film, the color transparencies 
‘were projected on a screen and changes in the 
skin were noted and recorded. Injections were 
made into chronically inflamed skin and into nor- 
imal skin whenever possible in order to observe 
any differences in reactions. Most of the injections 
were made into the antecubital, popliteal, and 
nuchal zones of the body, which corresponded to 
the regions of greatest cutaneous involvement in 
atopic dermatitis but not usually in the other 
forms of erythroderma studied. 

As a preliminary to the use of phentolamine in 
further studies, 10 normal persons received intra- 
dermal injections of phentolamine (1:1000 and 
1:10,000) and epinephrine (1:100,000). Three sets 
of studies were done. In the first set, phentolamine 
was injected and then epinephrine was injected 
into the same site 5 to 10 minutes later. Next, 
phentolamine and epinephrine were mixed together 
and injected simultaneously. Finally, epinephrine 
was injected and then phentolamine was injected 
into the same site 5 to 10 minutes later. 


Results 


All the patients showed immediate vaso- 
constriction to epinephrine, although the 
size of the blanched zone was smaller in 
patients who had more acute forms of 
dermatitis. No patient showed a complete 
loss of reaction at this dilution (1:100,000) 
of epinephrine. 

Phentolamine, when injected intrader- 
mally, produced a small red injection wheal 
with an axon reflex no different from that 
following injection of an isotonic solution 
of sodium chloride. Enlargement of the 
wheal was absent, and residual cutaneous 
changes were not produced by the injection. 

The end-results were similar in all the 
procedures in which phentolamine and epi- 
nephrine were used. The central portion of 
the injection wheal was red and was sur 
rounded by a blanched zone produced by the 
epinephrine, the latter zone being surrounded 
by a flare. The red zone representing the 
antiadrenergic action of phentolamine slowly 
expanded in size, engulfing the blanched 
portion. Epinephrine appeared to be carried 
more easily by the lymphatic vessels to 
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VASCULAR REACTIONS IN INFLAMED SKIN 


bring about white pseudopods of constric- 
tion than did phentolamine. A dose of 0.1 
ml, of a 1:1000 solution of phentolamine 
inhibited completely the effect of 0.1 ml. of 
a 1:10,000 solution of epinephrine, either 
given separately or mixed and injected to- 
gether. 

Phentolamine injected into chronically in- 
flamed skin did not show any deviation from 
its reaction in normal skin. In the abnormal 
skin, it did not lose its ability to block the 
action of epinephrine on cutaneous vessels. 


Action of Acetylcholine and Methacholine 
and the “Delayed Blanch” 
Acetylcholine is the primary chemical 
mediator of antidromic and axonal dilator 
impulses. It produces responses in effector 
cells similar to those caused by stimulation 
of cholinergic nerves. Other choline esters 
not found naturally in the body have similar 
but somewhat different actions; these agents 
include methacholine, carbachol, and beth- 
anechol chloride (Urecholine Chloride). 


Choline possesses three distinct types of 
pharmacologic actions, namely, muscarinic, 
nicotinic, and curariform. The muscarinic 
effect of acetylcholine is the action on cells 
and structures innervated by cholinergic 
nerves, while the nicotinic effect is on the 
nerves to the effector cells. Thus, the mus- 
carinic action is on postganglionic nerves, 
and the nicotinic effect is on preganglionic 
nerves or somatic motor nerves.” 

Atropinization inhibits the muscarinic ef- 
fect but has no action on the nicotinic effect. 
Likewise, physostigmine and other anticho- 
linesterases enhance the muscarinic effect, 
whereas the nicotinic effect is enhanced only 
slightly by these ‘agents. The stimulating 
effect of the nicotinic action in low concen- 
trations can change into a paralyzing effect 
when it is given in high concentrations. 
Nicotine in large doses and curare block the 
nicotinic action of acetylcholine? 

Acetylcholine injected in physiologic 
amounts into the skin of normal persons 
produces two pharmacologic effects, namely, 


a red wheal and a surrounding axon reflex. 
Reed—Kierland 
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The axon reflex is blocked by paralysis of 
cutaneous nerves or by use of local anes- 
thetic agents, such as procaine. The axon 
reflex is nicotine-like in its action and thus 
is unaffected by atropine. The enlarging red 
wheal originates from the muscarinic vaso- 
dilatating effect of acetylcholine, being in- 
hibited by atropine and unaffected by local 
use of procaine.® 

The action of acetylcholine is controlled 
by cholinesterase, which immediately breaks 
down the compound into acetic acid and 
choline. Thus, the action of acetylcholine 
liberated at the cholinergic nerve endings 
must be extremely rapid, because it is 
changed immediately into its inactive parts. 
Anticholinesterases, like physostigmine and 
neostigmine, act by inhibition and allow 
acetylcholine to exert its characteristic ac- 
tions in an intensified manner. Methacholine 
has greater stability than does acetylcholine, 
being less readily hydrolyzed by cholinester- 
ase. Like acetylcholine, its muscarinic actions 
are abolished by atropine, while procaine 
can inhibit its nicotinic effects. The nicotinic 
properties of methacholine are slightly less 
prominent than are those of acetylcholine. 
When injected into the skin, methacholine 
completely simulates the action of acetyl- 
choline, with the added advantage of greater 
stability and longer action. 

Controversy exists concerning the action 
of acetylcholine injected into the skin. Some 
workers considered that the cutaneous vaso- 
dilatation following antidromic stimulation 
is produced by release of histamine, while 
Dale ® and Wybauw" thought that it is 
caused by acetylcholine alone. Moynahan 1” 
considered that both mechanisms may be 
involved; he postulated that the antidromic 
stimulus caused release of acetylcholine at 
the nerve endings, which produced release 
of histamine that in turn caused the vaso- 
dilatation. Moynahan found that two anti- 
histaminics, namely, the  benzofuran 
derivative Anthallan and promethazine 
(Phenergan), inhibited the action of car- 
baminoylcholine and histamine equally in the 
skin. However, some of the antihistaminics 
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possess atropine-like properties and are able 
to prevent or depress the activity of acetyl- 
choline and allied compounds. This property 
is greater in the benzhydryl ethers, such as 
diphenhydramine (benadryl) hydrochloride, 
which resemble adiphenine (trasentine) 
hydrochloride in their spasmolytic properties. 
Moynahan, recognizing this property, used 
pyrilamine maleate (Anthisan) and pro- 
methazine, both with low degrees of anti- 
acetylcholine activity. He concluded that the 
depression was due wholly to the anti- 
histaminic activity of the drugs. Perry and 
associates 13 showed that diphenhydramine 
and tripelennamine hydrochloride (Pyri- 
benzamine) modified or obliterated the re- 
action of methacholine in the skin. In the 
discussion of their paper, Rothman pointed 
out that histamine may have been liberated 
through damage to tissues by the large 
amounts of methacholine used, and thus 
what was measured was the reduction of 
histaminic activity. 

Lobitz and Campbell noted a pronounced 
deviation from normal when acetylcholine 
and methacholine were injected into the 
skin of 10 patients who had atopic dermati- 
tis. They reported a “delayed blanch” be- 
yond the injection wheal, occurring two to 
three minutes after the intradermal in- 
jection. This paradoxic reaction occurred 
with dilutions up to 1:1,000,000. Procaine 
was unable to block this reaction, although 
it did block development of the axon reflex. 
Atropine, in dilutions up to 1:100,000 in- 
jected into the skin 2 to 24 hours before 
the challenging dose of acetylcholine, caused 
blocking of the delayed blanch from acetyl- 
choline. Lobitz and associates, in further 
studies, were unable to inhibit the delayed 
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blanch by use of local anesthetics or by 
paralysis of the peripheral nerves. They 
concluded that the action of acetylcholine 
was directly on the blood vessels, leading to 
vasoconstriction, and thus was independent 
of any demonstrable neural stimulus. 


Procedure 


In the present study, acetylcholine and metha- 
choline, each in dilutions of 1:1000, 1:10,000, and 
1:100,000, were injected into the skin of patients 
with various dermatoses. After the injection of 
0.1 ml. of the cholinergic drug, the reactions were 
noted and photographed, as already described. The 
injections were made into normal-appearing skin 
and into zones of white dermographism. As al- 
ready mentioned, the regions usually more involved 
in atopic patients were the antecubital, popliteal, 
and nuchal zones, and here, also, white dermo- 
graphism was more pronounced. In order to 
duplicate the findings in atopic patients, the same 
sites were chosen for the other patients, but only 
in sites affected by white dermographism. An 
attempt was made to inhibit the delayed blanch, 
if present, by the intradermal injection of pro- 
caine, phentolamine, dephenhydramine, and 
atropine. 


Results 


The results are summarized in the ac- 
companying table. Delayed blanch, similar to 
that noted by Lobitz and Campbell, occurred 
within two to three minutes in most patients, 
although the delay in some patients was as 
much as five minutes. These latter patients 
usually had weaker reactions, preceded by a 
slight red response that faded into the white. 
Once established, the reaction showed great 
persistence, some blanched zones lasting up 
to one and one-half hours. The blanched 
site enlarged, showing small pseudopods of 
vasoconstriction similar in many ways to 
those produced by epinephrine injected in- 


Response to Intradermal Injection of Acetylcholine and Methacholine in Patients 























with Dermatoses 
Acetylcholine Methacholine 
Dermatoses Delayed Blanch Reaction Red Delayed Blanch Reaction ae 
Reaction 
Pronounced Slight Pronounced Slight 
Atopic dermatitis 27 10 4 19 9 3 
Disseminated neurodermatitis 0 1 14 0 1 14 
Psoriatic erythroderma 0 0 9 0 0 6 
Mycosis fungoides 0 0 4 0 0 1 
Normal persons 0 0 5 0 0 5 
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acetylcholine was inhibited completely in 
persons who reacted weakly to acetylcholine, 
whereas the inhibition in most cases was 
moderate to poor if the reaction was pro- 
nounced. 

The inhibition by atropine of the delayed 
blanch suggests that the blanch may be 
caused by the muscarinic action of acetyl- 
choline. The failure of procaine to inhibit 
the blanch indicates that the nicotinic action 
may not be in operation. The failure of 
diphenhydramine to inhibit the reaction sug- 
gests that histamine was not released by 
acetylcholine. The failure of phentolamine 
(1:1000) to inhibit the delayed blanch sug- 
gests that acetylcholine does not release any 
epinephrine-like substance. 

The average age of the atopic patients in 
this study was 25 years, in contrast to an 
average age of 50 for the patients who 
had disseminated neurodermatitis. Thus, 
the lack of response to acetylcholine in the 
latter group may have been due to increased 
age. However, three patients more than 40 
years of age with histories of severe atopy 
gave white reactions to acetylcholine. 

The injection of acetylcholine may be a 
valuable test to differentiate atopic derma- 
titis from the other conditions that can lead 
to an exfoliative state in which the differ- 
ential diagnosis is so difficult. 


Summary and Conclusions 


The intradermal injection of epinephrine 
gave a normal reaction in chronic inflamma- 
tory conditions but a somewhat reduced 
reaction in acute inflammatory conditions. 
The intradermal injection of regitine inhib- 
ited the reaction of epinephrine in the skin. 

The “delayed blanch” noted after intra- 
dermal injection of acetylcholine in atopic 
dermatitis was not found in the other in- 
flammatory conditions studied, nor was it 
present in older patients with disseminated 
neurodermatitis. This paradoxic reaction to 
acetyicholine did not occur in zones of nor- 
mal skin in patients who had atopic derma- 
titis. The delayed blanch was inhibited in 
part or completely by the intradermal in- 
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y | tradermally. However, this reaction was not 
y | prominent in all patients with atopic derma- 
e | titis. Of the 41 such patients tested with 
o | acetylcholine, 27 had pronounced to mod- 
it { erate responses, 10 had slight responses, 
and 4 gave normal (red) reactions.. Thus, 
one-third of these patients had a poor de- 
layed blanch to acetylcholine despite the 
a- | presence of atopic dermatitis. Patients who 
ul} reacted greatly to 1:1000 acetylcholine also 
ts | were reactive to dilutions of 1:10,000 and 
‘ 1:100,000, but patients who reacted poorly 
ne | to a dilution of 1:1000 showed no reaction 
in| to a dilution of 1:10,000. 
- Similar results were obtained after intra- 
f dermal use of methacholine. Although 
». | methacholine is the more stable of these two 
to | cholinergic drugs, the persistence of the de- 
ne | layed blanch with acetylcholine was similar 
. in every respect to that with’ methacholine. 
4 Zones in the atopic patients that showed 
.- } the normal red line with flare also exhibited 
nd | the normal red wheal in response to 
acetylcholine. However, in skin where in- 
volvement was minimal but where white 
dermographism or a red line fading into a 
<- | white line was present, the paradoxic de- 
to | layed blanch was seen. 
ed Patients who had disseminated neuro- 
; | dermatitis, psoriatic erythroderma, or my- 
a | cosis fungoides showed a normal response 
tS | (red wheal) to acetylcholine. All these 
41 patients had white dermographism. Thus, 
te. | these patients apparently exhibited no asso- 
‘at | ciation between white dermographism and 
uP | the response to acetylcholine. In these pa- 
ed tients, including those with atopic dermatitis, 
of | intradermal injection of phentolamine, di- 
bes phenhydramine, or procaine failed to inhibit 
Mm | the delayed blanch, but atropine produced 
various degrees of inhibition. At dilutions 
of 1:1000 and 1:10,000, atropine caused a 
az definite wheal and an axon reflex similar 
in every way to those produced by an 
~~ | injection of histamine. Thus, injection of 
"| atropine at these concentrations may release 
histamine in the skin. After this response 
to atropine lessened, acetylcholine was in- 
jected at the same site. The effect of 
958 | Reed—Kierland 
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jection of atropine but not by injection of 
phentolamine (Regitine), diphenhydramine 
(Benadryl), or procaine. This reaction to 
acetylcholine and other cholingeric drugs, 
when present, may be used to differentiate 
atopic dermatitis from similar inflammatory 
cutaneous diseases. 

Mayo Foundation. 
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Involvement 


Human sporotrichosis was first described 
by Schenck? in 1898, and it was he who 
isolated the etiologic fungus that now bears 
his name. Although the genus had been 
described 90 years before by Link,? no 
pathogenic species had previously been dem- 
onstrated. Since that time the localized 
lymphangitic type has been well documented 
and many cases have been reported. This 
type is characterized by the development 
of a primary lesion at the site of a minor 
injury, most commonly on the extremities. 
The primary lesion is usually a nodule, 
which often later ulcerates and drains. This 
is soon followed by the appearance of 
secondary nodules arising along the lym- 
phatics which drain the area. 

Another clinical variety is the disseminated 
cutaneous type, which is supposedly seen 
more frequently in France.* In the United 
States there have been relatively few cases 
of this type reported. It is characterized by 
many small subcutaneous nodules scattered 
over the entire body. These nodules slowly 
enlarge, and a moderate amount of indura- 
tion develops at their periphery. As the 
nodules enlarge, the overlying skin may be- 
come thinned, and if the nodules are then 
exposed to minor trauma, they may rup- 
ture to produce a seropurulent discharge, 
from which the fungus can invariably be 
isolated. The resultant ragged ulcers then 
granulate, finally leaving slightly depressed 
irregular, scars as the only sign of their 
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Disseminated Cutaneous Sporotrichosis with Systemic 
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previous presence. If no treatment is given, 
new nodules continue to appear at a slow 
rate. When first seen, the patient may pre- 
sent lesions in all stages of development. 
If the disease remains untreated, involve- 
ment of internal organs may occur via 
hematogenous dissemination of the fungus. 
This type is termed systemic or internal 
sporotrichosis. Practically any organ can be 
involved. There have been recorded cases 
with involvement of the liver, spleen, 
adrenal, kidney, bone marrow, brain, heart, 
and lungs.*:5 

We would like to describe a case of 
disseminated cutaneous sporotrichosis with 
visceral lesions, including a sporotrichotic 
scleral nodule and granulomatous uveitis. 
Actual eye involvement, such as this patient 
demonstrated, has only rarely been de- 
scribed.®* 


Report of a Case 


A 64-year-old Negro male gardener entered the 
U. S. Naval Hospital, Bethesda, Md. on March 8, 
1956, with a chief complaint of “bumps all over 
his body.” About 10 months prior to admission 
the patient had noticed on his scalp an itchy, scaly 
area which did not heal. He could remember no 
other possible primary lesion. The nodules, which 
began to appear four months afterward, did not 
bother him except that some of them would open 
and drain a seropurulent fluid. He consulted his 
local physician, who treated him with penicillin 
without relief. His past history revealed only a 
progressive glaucoma for the past three years. His 
family history was not significant. 

A physical examination revealed a well-nourished 
Negro man with many subcutaneous nodules in 
various stages of development scattered over his 
entire body. An examination of the eyes revealed 
findings consistent with chronic glaucoma. A left 
hydrocele was present, and there was swelling of 
the right knee. Soon after admission a nodule 
appeared on the medial portion of his right 
sclera. 
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Fig. 1.—Nodules in all stages of development 
prior to treatment. 


Routine laboratory studies were normal. A chest 
x-ray was reported as negative, and an x-ray of 
the knee revealed no bony abnormalities. A skin 
biopsy revealed a granuloma, and fungus cultures 
from the nodules, hydrocele, and knee effusion 
consistently grew Sporotrichum schenckii. The 
identification of the organism was confirmed by 


Fig. 3—Scleral nodule prior to treatment. 
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Fig. 2—Nodules on arms prior to treatment. 


Miss Charlotte C. Campbell, mycologist at Walter 
Reed Army Medical Center. Periodic complement- 
fixation studies for histoplasmosis, blastomycosis, 
and coccidioidomycosis were negative. However, 
on March 28 a complement-fixation test for sporo- 
trichosis revealed a titer of 1:64, and on May 14 
a titer of 1:16 was obtained. Intradermal skin 
tests for histoplasmosis and coccidioidomycosis 
were negative. A sporotrichin skin test was posi- 
tive (extract was supplied by Dr. Antonio 
Gonzales Ochoa, of Mexico). A tuberculin test 
was also positive. An ophthalmology consultant 
confirmed the diagnosis of bilateral chronic glau- 
coma, granulomatous uveitis of the right eye, and 
nodule of the right sclera. 

On April 3, 1956, treatment was begun with 10 
drops of potassium iodide solution N. F. three 


Fig. 4—After treatment showing residual scars. 
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times daily. This was gradually increased until 


April 22, at which time the patient was receiving 


40 drops three times daily. Instillation of a hydro- 
gortisone solution into the right eye for several 
days resulted in an aggravation of the uveitis and 
an increase in the size of the scleral nodule. Thus, 
the use of this medication was discontinued. By 
Aug. 8 the potassium iodide had been increased to 
55 drops three times daily. At only one time did 
he have any gastric irritation, and cessation of 
the medication for two days relieved all symptoms. 
By Nov. 23, 1956, all the skin lesions had ap- 
parently healed and the dosage was lowered to 40 
drops three times daily. The scleral nodule had 
also completely regressed, and the knee effusion 
had ‘subsided. The medication was continued for 
one month after apparent cure, and the patient 
was followed for four months after therapy was 
discontinued. During this time he remained asymp- 
tomatic. 


Comment 


Correct diagnosis is important. When 
this patient was first seen, his lesions were 
considered pyogenic in origin. If attention 
were directed to the possibility of a fungus 
as the cause of some chronic granulomas, 
perhaps more cases of sporotrichosis would 
be correctly diagnosed early in the course 
of the disease. Other diseases to be included 
in the differential diagnosis are tularemia, 
glanders, tuberculosis, syphilis, drug erup- 
tion, leishmaniasis, and other deep mycoses. 

Treatment is specific for this condition. 
Potassium iodide has been used for many 
years with success, and recently stilbamidine 
has been reported to be effective.°'! The 
prolonged period of treatment with iodides 
at high dosage levels which our patient was 

ble to tolerate without disturbing side-ef- 

s seemed remarkable to us. It is also 
Dcesting that the organism can still be 
cultured from the healing lesions even after 
Patients have been on therapy for many 
weeks, This was demonstrated repeatedly in 
our patient. It is advisable that therapy be 
continued for at least one month following 
apparent cure. : 

‘Inoculation of the organism on Sabour- 
aud’s medium produces a brown to black 
filamentous wrinkled colony, which is rec- 
ognizable in three to five days. The micro- 
scopic appearance of the fungus is of 
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interest. Most textbooks (for example, 
Lewis and Hopper’s !*) show photographs 
of the fungus after it has been grown 
directly as a slide culture and do not discuss 
mounts made from transferred material. 
Direct slide culture is admittedly the best 
method to demonstrate the characteristic 
terminal clusters of pyriform conidia borne 
by short lateral hyphae. However, this 
method of culture is rarely done routinely. 
On the usual specimen transferred from a 
Sabouraud’s slant, special care must be 
taken. One must not attempt to separate or 
macerate the fungus elements, since the 
conidial arrangement is easily disrupted. 
By gently placing the specimen on a slide, 
adding first a drop of lactophenol cotton 
blue stain, then a cover slip, and heating 
just enough to melt any medium present, 
one is usually able to demonstrate the 
characteristic features of the fungus. If the 
slide is not handled carefully, one will see 
only mycelium and free conidia. 


Summary 


A case of disseminated cutaneous sporo- 
trichosis with involvement of the sclera, 
tunica vaginalis, and synovial membrane of 
the knee is presented. 

Identification of the organism and diag- 
nosis and treatment of the disease are dis- 
cussed. 


334 East 25th St., New York. 
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Multiple Keratoacanthoma 


Report of an Extensive Case and Its Response to Therapy 


ALFRED J. EPHRAIM, M.D., and JEROME J. KAUFMAN, M.D., Brooklyn 


The subject of keratoacanthoma has been 
extensively covered in recent reports by 
Binkley and Johnson’; Ereaux, Schop- 
flocher, and Fournier,? and Epstein, Biskind, 
and Pollack.* These authors adequately re- 
viewed the classification and development 
of these lesions from the earliest reports of 
verrucome by Gougerot in 1917 to the pres- 
ent-day conception of keratoacanthoma. 
They came to the conclusion that the ver- 
rucome and the molluscum sebaceum are the 
solitary form of keratoacanthoma, while the 
lesions described as self-healing epithelioma 
(Ferguson Smith) and the tumor-like kera- 
tosis of Poth are the multiple form of the 
same disease. 

While both types are histologically kera- 
acanthoma, there is very little similarity in 
the clinical appearance. The solitary acan- 
thoma is common, while the multiple form 
is very rare. An extensive and careful sur- 
vey by Rook and Moffatt* on this subject 
in 1956 shows that only 23 cases have been 
reported in the literature thus far. 

We want, therefore, to report another 
case of multiple keratoacanthoma with ex- 
tensive and characteristic lesions on the 
upper extremities and their response to 
therapy. 7 


Report of Case 


White woman, 65 years old, married, three 
children. 

Past History.—For seven years she had osteo- 
arthritis of the knee, which was treated with heat 
and cortisone two years*ago. In 1932 an ovary 
and part of the rectum were removed surgically. 


Submitted for publication July 17, 1957. 

From the Department of Dermatology, Maimo- 
nides Hospital of Brooklyn (Dr. M. Silverman), 
State University of New York, Downstate Medical 
Center, College of Medicing, 
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She had had hypertension, with a pressure of 
200/90, for five years. She was hospitalized in 
November, 1956, for syncope and had had a history 
of similar attacks in the past two years. 

Course of Skin Eruption—The skin eruption 
began nine years ago in the summertime on the 
extensor side of the left forearm. This followed 
an operation for excision of a cyst on the same 
arm. There were about 20 dime-sized round 
lesions, which disappeared spontaneously during 
one year, leaving flat atrophic scars. Three years 
ago, again in June, new lesions appeared on the 
left upper arm. These were destroyed with the 
electric needle, leaving depressed scars, which 
were white in color. New lesions broke out in 
some of these scars. None of the lesions dis- 
appeared spontaneously. The patient exposed her 
body frequently to the sun. 

Present Sitatus—The patient presented round, 
elevated, hyperkeratotic, and verrucous lesions of 
various sizes, from dime to silver dollar, on the 
extensor side of both arms and forearms. The 
larger lesions appeared annular and crater-like, 
with clear atrophic white depressed centers. There 
were about two dozen lesions on each arm. In ad- 
dition there were depigmented, round, atrophic 
areas nearby and scars of previous destruction. 
On the other forearm there was a linear keratotic 
lesion (Koebner phenomenon) at the site of a 
recent burn. The lesions were moderately pruritic. 

Laboratory Data—Mazzini test: negative. Uri- 
nalysis: albumin; glucose negative. WBC 6800 
per cubic millimeter. PMN 65%; stab forms 6%; 
lymph. 29%; hb. 12.8 gm. per 100 cc. 

First Biopsy Report (1/23/57; Charles Miller, 
M.D.).—There was an irregular acanthotic epi- 
dermis covered by a markedly increased compact 
horny zone. There was marked hyperkeratosis of 
the prickle cells, forming the irregular acanthosis, 
with many of these cells becoming keratinized. 

Second Biopsy Report (2/28/57; W. Rosenberg, 
M.D.).—The section showed pronounced irregular 
acanthosis. The proliferation of the epidermis 
stopped at the same level in the midcorium, and 
the palisade layer was mostly retained. There was 
no invasion of the surrounding tissue. Relatively 


mild, mostly perivascular inflammatory reaction 
was present. The surface ae highly verrucous 
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Fig. 1—Right arm before treatment (January, 
1957). 


and covered with a tremendously increased and 
partly parakeratotic horny layer with no sign of 
anaplasia. 


Fig. 3.—Right arm after 10th bismuth injection 
(April, 1957). 


Clinical Course 


The patient has been treated with various 
and lotions without any visible 
Some of the lesions were treated 
In sev- 


salves 
changes. 
with electric near, leaving scars. 


Fig. —e arm after 15th bismuth injection 
— 195 _ 
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Fig. 2—Left arm before treatment (January, 
1957). 


eral of them new lesions appeared on the 
periphery of the scars. An occlusive dress- 
ing with benzoic and salicylic acid ointment 


Fig. 4—Left arm after 10th bismuth injection 
(April, 1957). 


U. S. P. (Whitfield’s ointment) was ap- 
plied to several large crater-form lesions 
for about one week without any improve- 
ment being noted. In January, 1957, a course 


Fig. 6—Left arm after 15th bismuth injectiay 
(June, 1957). 
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MULTIPLE KERATOACANTHOMA 


Fig. 7.—Biopsy speci- 
men (January, 1957). 


of intramuscular injections, 1 cc. once a 
week, of bismuth subsalicylate was started. 
After six injections the central plugs of the 
smaller lesions fell out, while in the larger 
annular lesions the central areas widened 
and the rings became thinner and started to 
disappear (Figs. 3 and 4, taken after in- 
jection 1°). After the 15th injection some 


of the rings had disappeared completely, — 


leaving white atrophic depigmented scars 
(Figs. 5 and 6). Nevertheless, a few small 
flew papular lesions appeared but did not 
enlarge. 


Comment 


This is the first time that multiple kera- 
toacanthoma has been reported as respond- 
ing to any internal therapy. While these 
lesions existed for over two years prior to 
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the beginning of treatment, they showed no 
self-healing tendencies and did not react 
to cortisone while it was given for arthritis. 
After six bismuth injections some improve- 
ment was noted. After completion of the 
full course, 15 injections, there was a defi- 
nite involution, especially of the large le- 
sions, 

We believe that our case belongs in the 
small group of multiple keratoacanthoma. 
It is presented because of its unique clinical 
picture, which is extraordinary in the size 
and appearance of the lesions. In addition, 
it is the first time that any reaction to 
parenteral therapy is recorded in multiple 
keratoacanthoma. 


27 E. 18th St. (Dr. Ephraim). 
533 Ocean Ave. (Dr. Kaufman). 


Fig. 8—Biopsy speci- 
men (February, 1957). 
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Sebaceous Carcinoma 


Report of Case Developing in Area 


RAYMOND A. JUSTI, M.D., Boston 


The occurrence of skin cancer resulting 
from therapeutic and occupational irradia- 
tion with x-rays has been extensively docu- 
mented clinically and amply confirmed 
experimentally since 1902, seven years after 
Roentgen’s discovery.4? It has been re- 
ported anywhere from 2 to more tlian 30 
years after ionizing radiation,? and accord- 
ing to Willis the malignancy is “always of 
the squamous-cell type.” * However, basal- 
cell carcinomas have also been described, 
and the case herein reported suggests that 
sebaceous carcinoma may also be included 
in the list of radiation-induced malignancies. 
This apparently is the first reported case 
illustrating the possibility that sebaceous 
carcinoma can arise as the result of radia- 
tion injury. 


Report of Case 


A 30-year-old white oil-delivery man was ad- 
mitted to the Boston Veterans’ Administration 
Hospital on Jan. 22, 1957, because of x-ray derma- 
titis of the face, neck, and upper chest. 

While in the Navy in 1945 he received six x-ray 
treatments for “barber’s itch,” with considerable 
improvement. In 1947 this condition recurred, and 
he received a second series of an estimated 15 
x-ray treatments, again with temporary improve- 
ment. However, he developed recurrence and, 
because of failure of ointments to improve the 
condition, he received an estimated 25 additional 
x-ray treatments at sporadic intervals between 
1949 and 1952. The total amount of x-radiation 
delivered is not known. 

In 1953 he was first seen at the Boston VA 
Hospital for x-ray dermatitis of the face, neck, 
and upper chest. In July, 1954, a shallow ulcera- 
tion developed along the left side of the nose, and 
the patient was advised that plastic surgery would 
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of Radiodermatitis 


eventually be required. Since 1954 the ulceration 
has progressively enlarged, and he was admitted 
to the hospital for surgical treatment (Fig. 1). 

After a biopsy was reported as “Sebaceous 
Carcinoma,” the full thickness of the dorsum of 
the nose was excised. 

Pathologic Study.—The excision specimen (Fig. 
2) was roughly circular, measuring 4.23.8 cm., 
and included the skin of the dorsum of the nose, 
greater and lateral alar cartilages, and 3 mm. of 
the columella. Centrally located in the skin speci- 
men there was a 2.52.0 cm. ulcer, covered with 
a crusted exudate and charred eschar, the latter 
secondary to cautery at the time of surgery. The 
peripheral portions of the ulcerated area were flat, 
with occasional slightly raised areas. The adjacent 
skin showed focal hyperpigmentation, alternating 
with smooth, shiny areas of atrophic skin devoid 
of hairs. The hemisected surface showed brown- 


Fig. 1—Extensive radiodermatitis of face, neck, 
and upper chest. Notice the ulcerated sebaceous 
carcinoma along the left lateral aspect of the nose. 
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Fig. 2.—Excised tip of nose showing ulcerated 
sebaceous carcinoma. 


gray tissue, corresponding to tumor, invading the 
dermis. 

Microscopic sections of the biopsy tissue and 
excision specimen showed identical histology. The 
tumor was composed of cells in compact arrange- 
ment which extended from the ulcerated skin 
surface into the dermis and subcutaneous tissue, 
to within 1 mm. of the alar cartilages. Three 
types of cells were noted: (1) small, round cells 
with hyperchromatic nuclei and a scant rim of 
basophilic cytoplasm; (2) round to oval cells with 
medium-sized nuclei and delicate reticular to 
stippled basophilic cytoplasm; (3) large, round to 
polygonal cells with variable-sized nuclei, generally 
hyperchromatic, clear, vacuolated cytoplasm, and 
a smooth, distinct, eosinophilic cytoplasm rim 
(Fig. 3). 

The first cell type was predominant and was 
interpreted as corresponding to the indifferent or 


Fig. 3.—Immature and 
mature sebaceous cells 
and transitional forms. 
The mature cells with 
clear cytoplasm are 
mostly centrally located. 
Hematoxylin and eosin; 
reduced about 39% from 
mag. X 150. 
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germinative cell of the peripheral portion of the 
sebaceous lobule; the third cell type was inter- 
preted as a mature sebaceous cell, and the second 
cell type, as a transitional form. The mature seba- 
ceous cells were present within central and periph- 
eral areas of the tumor, predominantly in the 
former location, and were positive for fat with 


tthe Scharlach R stain (Fig. 4). The germinative 


and transitional cells were negative for fat. 
Throughout the tumor were large areas of finely 
granular, eosinophilic and sudanophilic necrotic 
debris. These areas were interpreted as necrosis 
of tumor cells and products of the tumor “secret- 
ing itself,” after the fashion of the holocrine mode 
of function by epithelial-cell destruction. There 
was no inflammatory reaction in the immediate 
vicinity of the necrotic areas, though focal areas 
on the periphery of the tumor were infiltrated by 
lymphocytes and plasma cells. 

The epidermis adjoining the ulcerated tumor 
showed extensive downward proliferation of rete 
pegs, with moderate numbers ‘of mitoses and atyp- 
ical cells, consistent with pseudoepitheliomatous 
hyperplasia. Many of the basal cells of the epider- 
mis were hyperpigmented. Hair follicles were 
absent, and some of the sebaceous glands were 
large and contained atypical cells showing giant 
nuclei and an increased amount of vacuolated 
cytoplasm. Scattered areas in the dermis displayed 
an increased number of dilated small vessels with 
enlarged endothelial cells and hyalinized walls. 
Many collagen bundles in the dermis were acellu- 
lar, hyalinized, and thickened; some were intensely 
eosinophilic, and others had a finely vacuolated to 
granular appearance with smudgy staining and 
indistinct outlines, resembling the changes of 
“senile elastosis.” The preceding changes of 
epithelial proliferation, hyperpigmentation, epila- 
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SEBACEOUS CARCINOMA 


Fig. 4.—Abundant lipid 
deposits in the tumor 
shown as round, dark 
areas. Scharlach R stain; 
reduced about 39% from 
mag. X 250. 


tion, and the collagen and vascular changes were 
interpreted as consistent with radiation injury 
(Fig. 5). 

An additional finding was infestation of numer- 
ous sebaceous glands and ducts with the mite 
Demodex folliculorum. 


Comment 


It would seem that a tumor that forms 
recognizable structures of sebaceous glands 
and demonstrates the usual criteria of ma- 
lignancy (anaplasia, mitoses, and invasion), 
and which has been proved capable of 
metastasizing, should be called sebaceous 
carcinoma. However, as for the tumors 
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of skin appendages in general, discrepant 
terminologies have developed around the 
tumors arising from sebaceous glands. This 
may reflect a lack of precisely defined his- 
tologic criteria, or perhaps the “impure” 
picture often seen in skin-appendage tu- 
mors, due to the multiple developmental 
potentialities of the cell of origin. Willis 
pointed out that it is useless to try to draw 
a sharp distinction between sebaceous tu- 
mors and tumors originating from the basal 
or squamous cells of the pilosebaceous 
units.* In fact, the peripheral cells of the 
sebaceous lobule are continuous with the 


Fig. 5.—Skin adjacent 
to tumor showing basal 
hyperplasia, chronic in- 
flammatory cells, telan- 
giectasia, and collagen 
changes consistent with 
radiation effect. Hema- 
toxylin and eosin; re- 
duced about 39% from 
mag. X 150. 
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Malpighian layer of the epidermis, and 
the excretory ducts of sebaceous glands are 
lined by stratified squamous epithelium that 
is continuous with that of the epidermis. 
So Willis feels that all three tumors may 
have a similar histogenesis and that varia- 
tions in structure reflect differences in cell 
differentiation. 

Lever ®7 proposed a classification of seba- 
ceous tumors based on morphology and an 
alleged dual histogenesis: a benign group, 
akin to a developmental defect or “hamar- 
toma,” originating from the “primary epi- 
thelial germ cell,” and a malignant group, 
akin to the usual malignant glandular tumor 
originating from dedifferentiation of adult 
sebaceous cells. The hamartoma group is 
further subclassified into four types, de- 
pending on the stage of differentiation at- 
tained by the prototype embryonic cell prior 
to neoplastic proliferation: (1) nevus seba- 
ceus, composed of mature sebaceous glands 
histologically similar to hyperplasia; (2) 
sebaceous adenoma, composed of “almost 
mature” sebaceous cells; (3) sebaceous epi- 
thelioma, composed of poorly differentiated 
sebaceous structures and possessing a modi- 
cum of malignancy from the capacity for 
local invasion, and (4) basal-cell epitheli- 
oma, cystic type, composed of totally un- 
differentiated basal cells, and a cystic center 
mimicking the central breakdown secretory 
product of sebaceous glands. This basal-cell 
type, like the slightly more differentiated 
sebaceous epithelioma, possesses only local 
invasive tendencies. The sebaceous carci- 
noma, on the other hand, shows an exagger- 
ation of the histologic features of sebaceous 
epithelioma and on occasion can metastasize 
to regional nodes. In the absence of metas- 
tases, however, the distinction between epi- 
thelioma and carcinoma may be difficult, for 
the absence of metastases neither affirms 
the epitheliomatous nature of the growth 
nor denies its carcinomatous characteristics. 


Whether the foregoing distinction be- 
tween epithelioma and carcinoma is a valid 
biological fact or an opinion cannot be 
stated with certainty. In reviewing the lit- 
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erature of malignant sebaceous tumors, it 
appears that while dermatopathologists are 
inclined to attempt this distinction, patholo- 
gists do not. For example, despite the “al- 
most never” metastasizing nature of the 
common basal-cell tumor, the terms “basal- 
cell epithelioma” and “basal-cell carcinoma” 
are used interchangeably. It is suggested 
that a tumor showing patterns of basal-cell 
epithelioma and foci of sebaceous differen- 
tiation should be classified as an epithelioma 
(basal-cell epithelioma with sebaceous dif- 
ferentiation, or basisebaceous epithelioma, 
or sebaceous epithelioma) and that the term 
sebaceous carcinoma should be restricted to 
those tumors composed of cells analogous 
to the germinative and transitional cells of 
the normal sebaceous lobule, with areas of 
mature, fat-containing sebaceous cells, and 
showing no areas of basal-cell epithelioma. 

From a review of the reported cases of 
sebaceous carcinoma it is difficult to arrive 
at a reasonably precise figure of the inci- 
dence of the disease. Parreira’s incidence 
of 4.6% of all cutaneous carcinomas is the 
highest figure reported.§ Setala ® reported 
18 cases among 2358 skin cancers (0.8%), 
which is close to the 0.7% incidence of 
Warren and Warvi’s 34 cases among 4000 
skin cancers.'° Stout?4 reported 2 cases 
among 937 skin cancers (0.2%). These 
varying incidences may stem from the dif- 
ferent interpretations of epithelioma and 
carcinoma. Warren and Warvi!®’ have 
stated that “the incidence of sebaceous 
carcinoma will be doubtful until it is gen- 
erally recognized as a distinct entity.” The 
lack of clear distinction in the reported 
cases between basal-cell epithelioma with 
sebaceous differentiation and sebaceous 
carcinoma is also a factor that makes the 
incidence of sebaceous carcinoma uncertain. 
The four cases reported by Cawley and 
Philpott 1? as sebaceous carcinoma all show 
areas of basal-cell epithelioma in addition 
to foci of sebaceous differentiation; a sim- 
ilar combination of patterns is noted in 
other reported cases. In contrast, the case 
of Beach and Severance,'* like the present 
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one, shows a uniform pattern of immature 
and mature sebaceous cells and absence of 
basal cells. 

Carcinomas taking origin in sebaceous 
cysts (invariably epidermal cysts histologi- 
cally) are practically always squamous and 
so are not relevant to the present purpose. 
Peden ™* reviewed 818 epidermal cysts and 
discovered carcinoma in 14, of which 13 
were squamous and 1 was unclassified. He 
noted he “could find no specific mention of 
a carcinoma originating in a sebaceous cyst 
in which the cells retained the character of 
the cells of sebaceous glands.” 

Most of the reported cases of sebaceous 
carcinoma involve sites with the densest 
concentration of sebaceous glands, such as 
the eyelids, scalp, temple, and nose. How- 
ever, cases have been described on the trunk 
and extremities, but none on the palms and 
soles, the latter sites being the only areas 
of the skin surface that are devoid of seba- 
ceous glands. 

The factor(s) that incites the neoplastic 
change remains speculative. It has been 
suggested that the mite Demodex follicu- 
lorum may play a role by obstructing the 
orifices of sebaceous glands, thereby allow- 
ing local accumulation of carcinogens nor- 
mally secreted in small amount by sebaceous 
glands.* Support for the idea of a car- 
cinogen in sebum is suggested by the obser- 
vation that oleic acid stimulates growth of 
sebaceous cells and causes malignant seba- 
ceous tumors in mice.’® The role of Demo- 
dex appears more tenuous, considering that 
Dubois found the mite or its larvae in the 
skin of all 200 persons he examined.'® 

The sequence of events in this case 
suggests a causal relation between the radio- 
dermatitis and the occurrence of the seba- 
ceous carcinoma in the area of irradiation. 
Although the carcinogenic action of ionizing 
radiation to the skin is well known, the 
case here reported is apparently the first 
one indicating the possibility that x-radia- 
tion can stimulate a malignant growth of 
sebaceous glands. Experimental proof for 
this hypothesis is lacking. Cogan et al.” 
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submitted the Harderian gland of the rabbit 
to radiation ranging from 1500 to 4000 r, 
but failed to produce neoplasia. Kuznitzky 1% 
irradiated the anal sebaceous gland of rab- 
bits with 20 mg. of radium element-equiva- 
lent of mesothorium for periods varying 
from 20 to 60 minutes. He obtained necro- 
sis, inflammation, and fibrosis; columns of 
regenerating squamous cells simulated 
squamous-cell carcinoma, but later they be- 
came transformed into sebaceous glands, 
and no tumor developed. 


Summary 


A case is presented of sebaceous carci- 
noma developing in an area of radioderma- 
titis on the tip of the nose of a 30-year-old 
man. The tumor appeared 4 years after 
the last exposure to x-radiation and 11 years 
after the first. Criteria are suggested for 
distinguishing the locally invasive sebaceous 
epithelioma from the potentially metasta- 
sizing sebaceous carcinoma. 


Office of the Medical Examiner, 
Memorial Hospital, Miami, Fla. 


Jackson 


REFERENCES 


1. Haagensen, C. D.: Occupational Neoplastic 
Disease, Am. J. Cancer 15:641, 1931. 


2. Hueper, W. C.: Occupational Tumors and 


Allied Diseases, Springfield, Ill, Charles C 
Thomas, Publishers, 1942. 
3. Anderson, W. A. D., Editor: Pathology, 


Ed. 2, St. Louis, The C. V. Mosby Company, 1953. 

4. Willis, R. A.: Pathology of Tumours, Ed. 2, 
St. Louis, The C. V. Mosby Company, 1953. 

5. Anderson, N. P., and Anderson, H. E.: 
Development of Basal Cell Epithelioma as a Con- 
sequence of Radiodermatitis, A.M.A. Arch. 
Dermat. & Syph. 63 :586, 1951. 

6. Lever, W. F.: Sebaceous Adenoma: Review 
of the Literature and Report of' a Case, Arch. 
Dermat. & Syph. 57:102, 1948. 

7. Lever, W. F.: Pathogenesis of Benign 
Tumors of Cutaneous Appendages and of Basal 
Cell Epithelioma: Benign Tumors of Cutaneous 
Appendages, Arch. Dermat. & Syph. 57 :679, 1948. 

8. Parreira, H.: Sobre tumores das glandulas 
cutaneas, Arq. pat. 7:244, 1935; quoted by War- 
ren and Warvi.” 


199 








9. Setala, K.: Some Radiotherapeutic Aspects 
of Glandular Cutaneous Cancer, Am. J. Roent- 
genol. 70:991, 1953. 

10. Warren, S., and Warvi, W. N.: Tumors 
of Sebaceous Glands, Am. J. Path. 19:441, 1943. 

11. Stout, A. P.: Gross Pathology of Cutaneous 
Cancer, Arch. Dermat. & Syph. 53:597, 1946. 

12. Cawley, E. P., and Philpott, J. A.: Seba- 
ceous Carcinoma, Univ. Michigan M. Bull. 17 :127, 
1951. 

13. Beach, A., and Severance, A. O.: Sebaceous 
Gland Carcinoma, Ann. Surg. 115:258, 1942. 

14. Peden, J. C., Jr.: Carcinoma Developing in 
Sebaceous Cysts, Ann. Surg. 128 :1136, 1948. 


A. M. A. ARCHIVES OF DERMATOLOGY 


15. Twort, C. C., and Bottomley, A. C.: The 
Aetiology of Breast Cancer, Lancet 2:776, 1932; 
quoted by Warren and Warvi.” 

16. Dubois: The Demodex Folliculorum of 
Unna in the Healthy Skin; abstracted, Brit. J. 
Dermat. 12:89, 1911; quoted by Ormsby D., and 
Montgomery, H.: Diseases of the Skin, Ed. 6, 
Philadelphia, Lea & Febiger, 1943. 


17. Cogan, D. G.; Fink, R., and Donaldson, D.: 


_ X-Ray Irradiation of Orbital Glands of the 


Rabbit, Radiology 64:731, 1955. 

18. Kuznitzky, E.: Cancer-like Epithelial Struc- 
ture as a Result of Mesothorium Radiation of 
the Sebaceous Glands of the Rabbit (Anaplasia or 
Regeneration?), J. Invest. Dermat. 7:1, 1946. 


UMI 








he 
2; 


of 


nd 
6, 


c- 
of 
or 





UMI 


Erythrodermas of Infancy 


A Differential Clinical Study 


LESLIE PAXTON BARKER, M.D.; PAUL GROSS, M.D., and JOHN T. McCARTHY, M.D., New York 


A differential diagnostic study of derma- 
tologic diseases is bound to concern itself 
with the similarities of the clinical pictures 
and nosologic findings in general. The lack 
of knowledge of the etiologies would make 
such a study a frustrating experience were 
it not for the fact that the gathering of 
clinical findings, laboratory data, follow-up 
observations, etc., might eventually throw 
light on the causes of certain diseases. 

It is our belief that the similarity which 
exists in the clinical manifestations of 
seborrheic dermatitis of infancy, erythro- 
derma desquamativa of Leiner, and even 
psoriasis justifies their classification as 
erythematosquamous diseases with histo- 
pathologic features common to all three. It 
also points to the clinical pattern of 
dermatoses due to a disturbance of cell 
metabolism. On the other hand, we believe 
that dermatitis exfoliativa of Ritter may be 
classified as an extreme form of bullous 
impetigo, with the histologic pattern of an 
acute infection. 

The purposes of this paper are to il- 
lustrate, by typical cases, the fundamental 
difference between Leiner’s disease and 
Ritter’s disease, to indicate, in comparative 
studies, the relationship of seborrheic 
dermatitis of infancy to Leiner’s disease; to 
discuss the possible causes of Leiner’s dis- 
ease, and to emphasize its response to nu- 
tritional therapy, particularly biotin. 

However, before we proceed with any 
study of dermatologic diseases of infancy, 
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it must be brought to attention that the 
epidermis of the newborn is not completely 
developed. When the vernix caseosa, which 
at birth compensates for the imperfectly 
formed stratum corneum and stratum granu- 
losum, is removed, the infant’s skin is left 
unprotected and susceptible to bacterial in- 
fection. It is also well to remember that 
during the first year of life the intestinal 
tract is not a mature organ. This accounts 
for the frequency of gastrointestinal dis- 
turbances in infancy, for an increased 
permeability for allergenic proteins, and 
probably for interference with vitamin ab- 
sorption and utilization. There is also evi- 
dence that the intestinal flora, which is 
important for the synthesis of certain vita- 
mins, is not fully developed in the first few 
weeks of infancy. 

The original descriptions by Ritter and 
Leiner, respectively, of the diseases which 
bear their names leave no doubt that we are 
dealing with two distinct clinical entities. 


Dermatitis Exfoliativa of Ritter 


Ritter? (1878) described dermatitis ex- 
foliativa as an acute disease of infants 1 to 
5 weeks old which originated around the 
mouth and spread rapidly to the entire 
body, producing a bright red, edematous 
eruption with a “scalded appearance.” The 
Nikolsky sign was always positive. Vesicles 
and bullae were common, and large ex- 
foliating areas developed over bright red 
and often moist skin. The entire process 
was that of an acute infection of 7 to 14 
days’ duration, with a mortality rate of 
50%. 

In recent years epidemics of Ritter’s 
disease associated with bullous impetigo 
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have been reported. Govan* published an 
account of 4 cases of Ritter’s disease and 
16 cases of bullous impetigo in an epidemic 
where 80 infants had been -exposed to 
bullous impetigo. In the infants with Rit- 
ter’s disease the blood cultures were negative 
and the skin cultures showed nonhemolytic 
Staphylococcus albus. Recovery after peni- 
cillin therapy was prompt. Lee et al.* re- 
ported 10 cases of Ritter’s disease and 12 
of bullous impetigo in a nursery epidemic 
where infants had been exposed to pyo- 
derma of the scalp. Five of the children 
with Ritter’s disease died in spite of peni- 
cillin and sulfonamide therapy. (This 
epidemic occurred before general use of 
broad-spectrum antibiotics, which probably 
accounts for the high mortality.) 

Skinner,* who made an early study of the 
histology of dermatitis exfoliativa of Ritter, 
found that the disease showed a superficial 
cutaneous reaction, with dilatation of the 
blood vessels of the corium and the hypo- 
derm. A marked edema of the epidermis 
existed especially in the prickle layer, the 
cells of which showed ballooning and 
reticular degeneration that interfered with 
the formation of a granular layer and with 
keratinization. Vesicles and bullae were 
common. Denudation of upper layers of the 
epidermis sometimes removed all but one 
or two layers of cells. Parakeratosis, such 
as that seen in Leiner’s disease, was absent. 
Skinner examined, post mortem, the skin of 
a child who had developed Ritter’s disease 
on the ninth day of life and had died three 
and one-half days later. He found a solid, 
crust-like layer of cocci, sharply limited to 
and covering the denuded surfaces, that 
showed no tendency to invade the underly- 
ing tissue. 


Presentation of Cases 


During the past few years we have ob- 
served at the Babies Hospital (Columbia- 
Presbyterian Medical Center, in New York), 
and in private practice, two typical cases 
of Ritter’s disease, nine cases of Leiner’s 
disease, and an additional four typical cases 
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of seborrheic dermatitis in infants. Our 
findings follow. 

Ritter’s Disease——The two cases of Rit- 
ter’s disease started at the ages of 1 and 11 
days, respectively. The eruption first ap- 
peared on the face, spreading within 24 
hours to the entire body. The skin was 
intensely red and edematous. Nikolsky’s 
sign was present in each case. Blood cul- 
tures were negative. Skin cultures showed 
Staphylococcus aureus. Leukocyte counts 
were 10,400 and 23,000 on admission. There 
was no fever. One child was jaundiced. 
The mother of one of the infants suffered 
from axillary folliculitis. 

Treatment: One infant, who was given 
penicillin injections, recovered in four days. 
The other, who received penicillin and sul- 
fadiazine, improved within 24 hours. In 
both babies the improvement was followed 
by extensive exfoliation of the skin. The 
jaundice of the one baby was not evident 
after three days of treatment. 


Fig. 1.—Ritter’s disease, illustrating generalized 
erythroderma and extensive sheet-like areas of 
desquamation of the epidermis. 





Vol. 77, Feb., 1958 





UMI 





UMI 


ERYTHRODERMAS OF INFANCY 


Comment: Our case histories substantiate 
the consensus of reports that Ritter’s dis- 
ease is an acute, primary bacterial infection. 
The development of this type of infectious 
erythroderma in infants, for which there 
is no counterpart in adults, can be attributed 
to the lack of protection of a formed 
stratum corneum in the infant’s skin. Such 
a deficiency allows the bacteria to enter the 
skin and to spread rapidly along the im- 
mature cells of the epidermis without pene- 
trating the deeper tissue. The process may 
be so rapid that, instead of vesicles and 
bullae being formed, large areas of the 
skin may be exfoliated. The superficial 
nature of the infection may also account for 
the few cases in which a positive blood 
culture is obtained. 

As in most acute bacterial infections, 
patients with Ritter’s disease respond 
promptly to broad-spectrum antibiotic treat- 
ment, a therapy that does not shorten the 
course of the more chronic, metabolic syn- 
drome of Leiner’s disease. 

Leiner’s Disease and Seborrheic Dermati- 
tis—Leiner® (1907) described erythro- 
derma desquamativa as a dermatitis usually 
occurring in breast-fed infants 4 to 5 weeks 
after birth. 

He suggested that the disease was due to 
some deficiency of the mother’s milk, The 
eruption first appeared in one of three ways, 


namely, a typical and frequent “cradle cap” 
of seborrhea, erythematous patches on the 
body, or, in rare instances, slightly scaly, 
grouped papules, which coalesced to form 
large patches. The fully established disease 
had these characteristics: (1) crusting of 
the scalp with thick yellow, fatty scales; 
(2) slight inflammation of the face, with 
thin scaling, sparing the tip of the nose, 
nostrils, and adjoining part of the cheeks; 
(3) intense generalized erythema accom- 
panied by whitish-gray scales, most marked 
on the extensor surfaces and absent in the 
flexors of the joints and in the skin folds; 
(4) ridging of the nails; (5) absence of 
Nikolsky’s sign; (6) normal temperatures; 
(7) digestive disorders with loss of weight; 
(8) prolonged course, and (9) high mortal- 
ity (about 30%). 

Our clinical findings did not differ in any 
way from Leiner’s original description. The 
accompanying Table should summarize the 
clinical data and laboratory results in our 
series of cases of Leiner’s disease. 

Comment: The number of cases of Lei- 
ner’s disease observed in the United States 
when compared with the statistics of Euro- 
pean clinics after World War II is indeed 
small. This undoubtedly reflects the prev- 
alence of artificial infant feeding in the 
United States and the high percentage of 
breast-fed infants in Europe. The type 


Comparison of Age 4 Onset, Laboratory Findings, Treatment, and i Progress of Cases 
of Leiner’s Disease and Seborrheic Dermatitis 











No. of No. of 





Leiner’s Disease Cases Seborrheic Dermatitis Cases 
Age at onset 1-6 wk. 9 27 wk. 4 
Site of onset Head 5 Face and scalp 2 
Abdomen 4 Diaper 2 
Fever Occ. spike 2 Occ. spike 2 
Blood count Ane: 7 Anemia 1 
15,000-25,000 leukocytes 9  14,000-15,000 leukocytes 2 
Blood culture 8. aureus 2 0 
Skin culture 8. aureus 8 S. aureus - 
E. N. T. culture S. aureus 8 8. aureus 4 
Eelereed liver : 2 
8 
sym: Diarrhea onl, 5 
- ehelaommas Diarrhea cad vomiting 1 Diarrhea 1 
Diarrhea and jaundice : 
istory Dry milk 2 
-eategaale Dry milk 1 Whole milk 2 
Treatmen’ piles herveg A jon of vitamin B le: 
complex 4 
. oars of vitamin B complex 8 ineotion of biotin . 2 
of biotin 2 Supp. vitamins 4 
Supp. vitamins 4 a 
Response to treatment mo. mo. 
Deaths None None 
* Note similarity of findings in the two diseases. 
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of infant feeding’ and the extensive use of 
antibiotics to control secondary infection 
explain also the absence of any mortality 
in our series, although some of our babies 
were dangerously ill. One of our infants 
with Leiner’s disease had an extremely 
stormy course, requiring 31 weeks of hos- 
pitalization. This was an infant, breast-fed 
for the first few weeks, in whom a severe 
gastrointestinal disturbance, complicated by 
oral thrush, preceded the skin eruption. On 
admission he showed signs of advanced mal- 
nutrition and dehydration. The white blood 
count was 25,000, and the blood culture grew 
S. aureus. Because of the secondary in- 
fection, repeated courses of antibiotics were 
administered. When his condition became 
critical, two courses of steroids were given. 
The intestinal symptoms disappeared with 
steroid therapy, and the child began to 
gain weight. His eruption, however, re- 
lapsed when steroids were discontinued. He 
received biotin injections, after which im- 
provement was pronounced, but because of 
the multiplicity of medications, it was im- 
possible to evaluate the direct efficacy of 
biotin. After remaining symptom-free for 
14 months, this child developed typical 
psoriasis, which was still evident when he 
was last seen, at the age of 6 years. 

All our new cases received at some time 
or other penicillin and other antibiotics. 
Various forms of vitamin B complex were 
administered, but only two infants received 
systematic biotin injections. This may ex- 
plain why the generalized erythroderma re- 


Fig. 2.—Leiner’s disease, showing generalized 
erythroderma and flaky scales. Absence of scaling 
in the skin folds is typical. 
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Fig. 3—High-power magnification of the skin 
of a case of Leiner’s disease. Note “psoriasiform” 
type of reaction with parakeratosis and an indis- 
tinguishable granular layer. 


quired two to six months to subside, and 
even then there sometimes remained a resid- 
ual dermatitis behind the ears or in the 
diaper area. 

Were it not for the extent of the eruption 
and the severity of the constitutional symp- 
toms, it might have been at times difficult 
on the basis of skin lesions to draw a sharp 
line between Leiner’s disease and seborrheic 
dermatitis. 

In some instances seborrheic dermatitis 
apparently developed into the more complex 
syndrome of Leiner’s disease. Perhaps 
some factor in the constitutional make-up, 
a trigger mechanism, or changes due to 
metabolic disturbances caused the seborrheic 
infant to progress into the Leiner disease 
state. (A parallel of progression may be 
drawn in cases where chronic psoriasis de- 
velops into a generalized erythroderma with 
an entirely different dermatological behavior 
from the original disease.) By the fore- 
going we do not wish to imply that all .cases 
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of Leiner’s disease necessarily originate as 
seborrheic dermatitis. 

In three of our cases in which biopsies 
were performed the histology was reported 
as “psoriasiform dermatitis.” The surpris- 
ingly slight inflammatory reaction was 
noted only in the lower corium. The rete 
pegs were elongated. There was para- 
keratosis with areas of separation of the 
stratum corneum and a poorly formed or 
undistinguishable granular layer. In one 
instance where the sharply demarcated mar- 
gin of the eruption suggested psoriasis clin- 
ically the histology could not eliminate that 
disease. However, the eruption cleared in 
two to three months, and there was no recur- 
rence. 


Biotin Deficiency as a Causative Factor 
in Leiner’s Disease 


The studies of European authors of the last 
decade seem to supply evidence that Leiner’s 
disease in breast-fed infants is related to a 
biotin deficiency in the mother’s milk. This 
concept was exemplified by the increase in 
Leiner’s disease during and after the World 
Wars, when the dietary intake of nursing 
mothers was at an especially low level. 

Coryell et al.* reported that mother’s milk 
normally contains almost no biotin during 
the first eight days post partum, a constant 
level not being reached until the second or 
third month. Lawrence et al.” found that 
cow’s milk contains about four times as 
much biotin as mother’s milk and that dried 
milk contains less than whole or evaporated 
milk. 

Svejcar and Homolka,® from the Children’s 
Clinic at Prague, reported a substantial 
increase in Leiner’s disease in breast-fed 
infants after World War II. With the 
administration of penicillin the mortality 
tate was reduced from almost 50% to 14%, 
but the course of the disease was not 
Shortened. When biotin was added to peni- 
cillin, no deaths occurred and most of the 
cases were cured in from 7 to 14 days. 
The conclusion was that penicillin controlled 
the Staphylococcus infection that caused 
most of the deaths, while biotin corrected 
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the deficiency probably responsible for the 
disease. 

In order to establish a causal relationship 
between biotin and Leiner’s disease, Svej- 
car and Homolka investigated the biotin 
content of mother’s milk, of the blood and 
urine of normal babies, and of those with 
Leiner’s disease. Their findings follow. 

1. In general, the milk of nursing mothers 
whose children had Leiner’s disease was low 
in biotin. 

2. The blood and urine biotin content in 
children with Leiner’s disease was 56% 
lower than that of normal babies. 

3. By feeding biotin to the nursing 
mothers and giving injections to the babies, 
the biotin level of the mother’s milk and 
of the babies’ blood and urine was promptly 
restored. The eruptions responded quickly 
to biotin therapy. In a few cases that did 
not respond there was severe diarrhea or 
systemic infection, which may have inter- 
fered with biotin metabolism. 

4. In the few artificially fed infants who 
developed Leiner’s disease, although their 
formulas provided adequate biotin, there was 
always severe diarrhea or systemic infection. 
These cases responded slowly to biotin 
therapy only after the infection was con- 
trolled. 

5. One of three patients with seborrheic 
dermatitis who had a low biotin level re- 
sponded more quickly to treatment with 
biotin than the other two, who received 
only local treatment. 

6. Two patients with dermatitis and 
systemic infections, one of whom received 
streptomycin orally and the other streptomy- 
cin and sulfonamides, also orally, had low 
blood biotin. It was suggested that these 
drugs, by acting on the intestinal flora, may 
have influenced the absorption or synthesis 
of biotin. 

Vujasin and Petrovic ® treated two severe 
cases of Leiner’s disease in breast-fed in- 
fants with biotin and produced a cure in 21 
to 30 days. Their opinion was that both 
cases would have been fatal had not biotin 
been administered. Other authors have re- 
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ported good to excellent results in treating 
Leiner’s disease with biotin alone or in 
combination with other vitamins. 

Comment.—The results of biotin therapy 
in Leiner’s disease certainly speak in favor 
of a nutritional deficiency as the cause of 
the dermatological manifestations of Lein- 
er’s disease. The clinical and histologic pic- 
ture of an erythematosquamous dermatosis 
also fits into the concept of nutritional de- 
ficiency. We only have to think of pellagra 
and riboflavin deficiency in man or of the 
artificially produced biotin deficiency in the 
four volunteers of Sydenstricker '° to real- 
ize that the response of the human skin to 
nutritional deficiency takes on the form of 
an erythematous scaly dermatitis. 

While it is apparent that the infants with 
Leiner’s disease reared on mother’s milk 
in areas of Europe suffering from severe 
shortage in food were deficient in biotin and 
probably other vitamins, the occurrence of 
Leiner’s disease in this country requires fur- 
ther explanation. One can only speculate 
and ask whether there were intrinsic factors 
which led to the development of conditioned 
malnutrition. The first possibility was dem- 
onstrated recently by an occurrence of 
pyridoxine deficiency")? resulting in con- 
vulsions in infants maintained on a certain 
milk substitute. As to the intrinsic factors, 
we should remember the peculiarities of the 
infantile skin and intestinal tract, the role 
which biosynthesis plays in the human vita- 
min household, and the close interrelation- 
ship which exists among the various 
members of the vitamin B complex. For in- 
stance, it has been demonstrated by Snell, 
Eakin, and Williams * in animal experi- 
ments that intestinal biosynthesis depends 
on the presence of inositol, thiamine, pyri- 
doxine, and pantothenic acid. Furthermore, 
we have to think of the role the various 
vitamins play as co-enzymes in carbohydrate, 
protein, and fat metabolism. Finally, we 
know that variations in fat, carbohydrate, 
and protein content of the diet may alter 
the vitamin requirements. 
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As far as other conditioning factors lead- 
ing to vitamin deficiency are concerned, we 
can readily agree with previously quoted 
authors that an early gastrointestinal dis- 
turbance and various types of infection may 
be the trigger mechanisms which release 
the events leading to erythroderma desqua- 
mativa. The close relationship of sebor- 
rheic dermatitis of infancy to Leiner’s 
disease also points to some constitutional 
factors which have for so long been con- 
sidered as a background of the “status 
seborrheicus.” Finally, a new predisposing 
factor of Leiner’s disease may be found in 
the interesting results obtained by Mester, 
Radek, and Kadas.* In 10 of 16 cases 
these authors found a pronounced decrease 
in lipase activity, a less reduction in tryp- 
sin, and the least disturbance in diastase. 
In the patients who recovered, these values 
returned to normal when the erythroderma 
disappeared. In five infants who died and 
came to autopsy a histologic picture of 
cystic fibrosis of the pancreas was found. 
This 1952 study could well explain Mes- 
ter’s © previous findings of a marked fat 
and caloric defect with a moderate disturb- 
ance in protein metabolism and steatorrhea 
in 40 cases of Leiner’s disease. (A high 
fat content of the intestinal tract is known 
to prevent biotin absorption. ) 


Summary and Conclusion 


Our case histories add to the evidence 
that dermatitis exfoliativa of Ritter is an 
acute primary bacterial infection of infants 
that responds promptly to antibiotic ther- 
apy. Studies of the literature indicate that 
Ritter’s disease may be an extreme mani- 
festation of bullous impetigo. 

For contrast, the cases ‘presented of ery- 
throderma desquamativa of Leiner sub- 
stantiate the consensus of reports that this 
disease of infants is a chronic process of 
metabolic origin that responds to vitamin 
treatment. It is also pointed out in this 
paper that seborrheic dermatitis of infancy 
may be related to Leiner’s disease and im 
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some instances apparently progresses into 
the Leiner syndrome. 

This study emphasizes the fact that 
Leiner’s disease is probably due to a vita- 
min deficiency—perhaps essentially a lack 
of biotin—and that pancreatic dysfunction 
may be a conditioning element of the meta- 
bolic disturbance. To investigate further 
biotin deficiency as a causative factor in 
Leiner’s disease, we are now conducting 
laboratory studies on infants and on women 
before and after childbirth. 
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ABSTRACT OF DISCUSSION 


Dr. LEMuEL P. Ereaux, Montreal: Dr. Barker 
and his co-authors have made a convincing case for 
the definite separation of Ritter’s disease from 
Leiner’s disease. It is further pleasing to note that 
they classify dermatitis exfoliativa neonatorum in 
the category of the infectious erythrodermas. Many 
of us have felt, too, that Ritter’s disease and 
bullous impetigo of the newborn are closely allied 
conditions. 

In some cases of Ritter’s disease which have come 
under our care the infection was noted to start 
around the umbilicus, rather than on the classical 
perioral site. 

Our Canadian pediatric confreres have alerted 
us to the possibility of boric acid intoxication, re- 
sulting from percutaneous absorption or from 
accidental ingestion of boric acid, as being an 
etiological factor in Ritter’s disease. Goldbloom 
and Goldbloom wrote: “One cannot help but note 
the striking similarity of boracic acid poisoning 
and of erythematous exfoliative dermatitis in the 
newborn and young infants, long known as Ritter’s 
disease. 

“Boracic acid was the accepted care of the new- 
born, up to recent years, when the incidence of 
Ritter’s disease was then, much more common.” 

In the therapy of Ritter’s disease, we have found 
that, in addition to routine pediatric care and the 
administration of antibiotics, the skin surface 
should be exposed only to radiant heat. We have 
avoided the use of all topical applications. 

With regard to Leiner’s disease and the associa- 
tion with seborrheic dermatitis, Dr. Barker has tied 
the clinical picture or the two entities together 
and has demonstrated that the histological findings 
display many points in common. 

Perhaps Leiner’s disease is an exaggerated form 
of seborrheic dermatitis in infancy. 

The final progression of one of Dr. Barker’s 
cases of Leiner’s disease to that of a classical 
picutre of psoriasis again focuses our attention on 
the incipient stages of psoriasis. 

Psoriasis may be masked in its early stages under 
other dermatological guises of the papulosquamous 
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group or even, as demonstrated today, by Leiner’s 
disease itself. 

Because of the proved bictin deficiency and the 
accompanying impaired intestinal absorption noted 
in Dr. Barker’s series, all cases of erythroderma 
desquamativa should have routine cultures to rule 
out the presence of monilial infection. 

The employment of biotin in the cure of Leiner’s 
disease is a therapeutic advance, and Dr. Barker’s 
results substantiate the work of European investi- 
gators. 

Good results in the treatment of Leiner’s disease 
have also been recorded from the exhibition of 
cyanocobalamin. Perhaps the beneficial results 
from the use of these vitamins may give us a 
clue in the future to the therapy of seborrheic 
dermatitis and psoriasis. 

Dr. Barker has demonstrated to us today the 
means to combat and to cure two dermatological 
diseases of infancy which hitherto were considered 
to have a serious prognosis. It has been most 
worth while to have this recent knowledge brought 
to our attention, and we are indebted to Dr. Barker 
for a most excellent presentation. 

Dr. Maurice SULLIVAN, Baltimore: I am de- 
lighted to hear from Dr. Barker’s paper of the 
renewed interest in the use of biotin in Leiner’s 
disease and to learn of the European investigations 
showing the biotin deficiency in the milk of the 
nursing mothers of the children with Leiner’s 
disease. 


In 1935, when Paul Gyorgy came to this country, 
he brought with him a supply of crude biotin which 
had been made especially for him by Farbenin- 
dustrie. This material (originally designated 
vitamin H) cured an experimental nutritional 
dermatosis of rats caused by a diet containing raw 
egg white and manifested by severe generalized 
exfoliative dermatitis. At that time I was resident 
at University Hospital on the service of Drs. Cole 
and Driver. I had the opportunity of collaborating 
with Dr. Gyorgy in an investigation of the effect 
of biotin therapy on various exfoliative erythro- 
dermas. The human disease which most closely 
resembled the experimental nutritional dermatosis 
of the rat was Leiner’s disease. We treated several 
infants with Leiner’s disease first with crude biotin 
and later, when it became available, with crystalline 
biotin. There was partial but never complete 
response to biotin. From Dr. Barker’s study it 
would appear that biotin deficiency is only one 
causative phase, and that infection contributes 
to the etiology of Leiner’s disease. This would 
explain the excellent response to treatment with 
biotin plus penicillin. 

Dr. Francis W. Lyncu, St. Paul: I, too, am 
thankful to Dr. Barker for his excellent presenta- 
tion, and particularly for the attention which he 
has paid to the metabolic aspects of this disease. 


208 





A, M. A. ARCHIVES OF DERMATOLOGY 


My views on this disorder were expressed some 
months ago: I agree with Dr. Barker as to the 
distinction to be made between Ritter’s disease 
and Leiner’s disease, and I agree with his interpre- 
tation of the nature of the two disorders. As to the 
dermatitis of Leiner’s disease, I agree that neither 
clinically nor histologically can it be set apart as a 
distinct entity. There is a significant relationship 
with seborrhea; yet one cannot say that Leiner’s 
dermatosis is a seborrheic dermatitis alone; it is 
much more than that. In fact, Leiner’s disease, to 
me, is not just a dermatitis, and I am sure that it 
is not to Dr. Barker; it is a broader disease and, 
as he describes it, a metabolic syndrome. We should 
not use the term as a descriptive morphologic- 
diagnostic dermatological term but, rather, as a 
diagnosis for the sick child who has this disorder. 

Dr. Barker raises the question whether the erup- 
tion may be a specific manifestation of nutritional 
deficiency. I think it is perhaps too early to answer 
that with a final statement. I rather doubt it; it 
seems to me the dermatosis is more of a nonspecific 
eczematous process. But, certainly, the suggestion 
is a very interesting one, and I believe that Dr. 
Barker is continuing metabolic studies which may 
elucidate the point. 

Dr. Donatp M. Pittssury, Philadelphia: In Dr. 
Barker’s enjoyable discussion he has attempted 
to bring some order into a very confused subject. 
I am constantly impressed with the fact that 
pediatric dermatology, particularly in the newborn 
and young infant, is a very difficult field, because 
the patterns of reactions in the skin differ so greatly 
from those seen in older children and in adults. 
Since joining the Children’s Hospital of Phila- 
delphia in 1929, I have been much interested in this 
field. Initially, in seeing babies, one is reasonably 
confident of arriving at a fairly accurate clinical 
diagnosis on the basis of criteria which one might 
use in adults. This is satisfactory in acute condi- 
tions, but in more .chronic processes the ultimate 
outcome diagnostically may vary considerably 
from the original diagnosis. 

There are several ways in which the reaction of 
the young infant’s skin differs markedly from that 
of an adult’s. In infections of the skin of the 
newborn animal in general, particularly coccal 
infections, the increase in susceptibility is very 
marked. This can be well demonstrated in animals, 
such as rats and dogs, in which it is impossible 
to produce an experimental staphylococcal infection 
in any but newborn animals. In the human infant 
the interpretation of eczematous eruptions is 
certainly very difficult, and, while one may suspect 
that a particular eruption is seborrheic, or atopic, 
or contact dermatitis, I believe it is quite impossible 
to be certain of this, particularly in respect to the 
later development of atopic dermatitis. All one 
can do is to guess as shrewdly as possible. 
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There is one particular pattern of reaction which 
I have observed on 8 or 10 occasions through the 
years, to which I would like to call attention. This 
is a dry scaling process involving the hands and/or 
feet, without marked inflammatory reaction, and 
ordinarily with considerable rather nondescript 
distortion of the nails. The rest of the skin is 
rarely affected, with the exception of a dry scaling 
of the scalp occasionally. This condition will some- 
times eventuate in frank psoriasis. I believe that 
one does see psoriasis in infants, but it is hardly 
ever in a form which is recognizable on the basis 
of criteria used in adults. 

The clinical field which Dr. Barker has discussed 
is a difficult one, which should engage the attention 
of more dermatologists and pediatricians than is the 
case at the present time. 

Dr. Joun G. Downtnec, Boston: There is one 
entity that might be mentioned as past history. 
Years ago I was called into a nursery where an 
old-time pediatrician was in complete charge. There 
was a series of cases of diarrhea, so-called Ritter’s 
disease, and bullous eruptions, called bullous im- 
petigo. I found that these newborn children were 
being coated three days in succession with am- 
moniated mercury. 

The rectal thermometers were kept in a strong 
mercury bichloride solution. The nipples were also 
dropped into a bichloride solution. Therefore, the 
child was getting mercury by mouth, mercury by 
anus, and mercury through the skin. We estimated 
the amount of mercury these infants were receiving 
—it was amazing. We stopped the use of all the 
mercury, and the epidemic of severe so-called in- 
fectious diarrhea and the generalized dermatitis 
disappeared. 

Dr. Lestie P. BARKER, New York: I wish to 
thank the members for their discussions. 


Barker et al. 


I have seen a number of cases of other types of 
erythrodermas in infants which responded promptly 
to antibiotic therapy. These were not included in 
our group of cases of Ritter’s disease because they 
failed to show the typical Nikolsky sign, or the 
vesicles, bullae, and extensive exfoliation considered 
diagnostic of Ritter’s disease. Such atypical cases, 
however, were probably examples of the early 
stages of this infectious process. 

Seborrheic dermatitis of infancy is an entirely 
different disease from seborrheic dermatitis of 
adults. There is no evidence that the infant form 
eventuates into the adult disease. A group of adults 
with seborrheic dermatitis treated with biotin by 
Dr. L. Schweich, at the Vanderbilt Clinic, failed to 
show any improvement. 

I agree with Drs. Lynch and Pillsbury that it is 
often impossible to make a clinical distinction be- 
tween psoriasis of infancy and Leiner’s disease. 
Also, the histologic pictures are so similar that, 
as a rule, the pathologist can be of little aid. In 
the infant’s immature skin the pathologic picture of 
disease may differ from that seen in adults. 

In order to determine the difference between 
normal infant and adult skin we procured specimens 
of infant skin from three New York hospitals. 
These samples demonstrated a tremendous differ- 
ence, up to about the age of 5 or 6 months, in the 
histology of infant skin. The skin of the newborn 
has a scanty keratinized layer and an almost in- 
distinguishable granular layer. The prickle-cell 
layer in many instances shows large round imma- 
ture cells with indistinct prickles. You can readily 
understand why the infant’s immature skin reacts 
differently to infection, allergy, and nutritional 
deficiency than does the adult skin. 

Fungus cultures in all our cases were negative, 
and skin cultures were apparently of little value, 
because they consistently showed S. aureus. 


209 











Cryptococcosis 





Case with Unusual Skin Lesions and Favorable Response to Amphotericin B 


Therapy 


ROBERT G. CROUNSE, M.C., and AARON B. LERNER, M.D., Ph.D., New Haven, Conn. 


Cryptococcosis is the name given to an 
infection having local and/or systemic le- 
sions caused by the yeast-like organism 
Cryptococcus neoformans, formerly known 
as Torula histolytica. It is not a common 
disease in man. An exhaustive and admir- 
able review of this topic was presented 
recently by Littman and Zimmerman,’ who 
estimated that over 200 cases had been 
reported in the world literature up to 1956. 

The most commonly involved site in hu- 
man cryptococcosis is the central nervous 
system. The lungs are second in frequency. 
Presenting symptoms most often express 
these predilections. Cutaneous cryptococco- 
sis is unusual. In the most recent compila- 
tion® a total of 37 cases was recorded, 
although isolated references to unpublished 
cases are found occasionally. 

Some confusion arises in consulting the 
literature because of the following factors. 
Classification of the Cryptococcus organism 
is not exact. Much is still to be learned 
concerning its specific nutritional charac- 
teristics. The recent recognition of an 
innocuous variant of C. neoformans is impor- 
tant, but even with proved animal patho- 
genicity the infection in man seems to vary 
considerably with host and environmental 
conditions. Thus, Beeson® reported a case 
of cryptococcal meningitis with exacerba- 
tions and remissions occurring over a period 
of 16 years. Others‘? cite examples of 
cutaneous involvement without apparent 
systemic lesions, thus raising the question 
of the virulence or neurotropic specificity 


Submitted for publication July 10, 1957. 
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of the organism in a given instance. In 
addition, pathogenicity tests are often lack- 
ing. Diagnosis based on tissue section alone 
without benefit of culture is fraught with 
potential error. 

Disagreement exists as to the route of 
infection in cutaneous involvement of the 
human host. Lesions at sites of trauma have 
been considered indicative of primary inocu- 
lation, but it would be difficult to prove 
the absence of preexisting systemic infection 
with secondary establishment at the locus 
of external injury. The possibility of the 
innocuous variant of C. neoformans being 
present’on the skin must be carefully evalu- 
ated, as must the relative role of primary 
and secondary invaders. 

Lastly, one must consider the factor of 
host resistance. Systemic cryptococcosis oc- 
casionally has been associated with debilitat- 
ing disease, particularly the lymphoma 
group,® as have other fungi.1® It has been 
postulated that an organism relatively non- 
virulent for man might become established 
as a pathogen in the presence of decreased 
body resistance. The invasion of Rhizopus 
species in terminal diabetes is a case in 
point. 

The problem of evaluating therapy under 
such variable circumstances is monumental. 
As is usual in the case of poorly under- 
stood host-parasite relationships, many in- 
itially enthusiastic reports must be tempered 
in the course of longer experience and better 
understanding of the natural history of the 
disease. 

It is not the purpose of this paper to 
present in detail all the heretofore reported 
presumed or proven cases of cutaneous 
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cryptococcosis. This was done in the Amer- 
ican literature in 1950° and in 1957? and 
in the French literature in 1950.4 We can 
add nothing to the excellent commentary 
already provided concerning the individual 
cases. However, it is interesting to note 
that the first instance of cryptococcal infec- 
tion reported in man included cutaneous 
lesions 14 and that the culture preserved 
from this case was found to be pathogenic 
to animals many years later.’® 

There are 42 reported examples ?:*-7:1633 
of human cutaneous cryptococcosis, includ- 
ing that given here. There are certainly 
others not recorded.:34 Of the 42, eight 
were without cultural evidence of the or- 
ganism. Only nine were verified by animal 
pathogenicity tests, and only seven included 
biochemical identification by means of fer- 
mentation or carbon-assimilation — studies. 
This situation undoubtedly will be remedied 
with future awareness and increasing labo- 
ratory facilities. 


Twenty-three of the total number of 
patients had lesions about the head and 
neck. In the remainder the trunk and upper 
extremities were affected more frequently 
than the lower extremities. Central nervous 
system involvement occurred in only 18 
cases. The length of follow-up was vari- 


able; lumbar puncture was not recorded in_ 


all cases, severely limiting the value of this 
information. 

Clinically, a great variety of cutaneous 
lesions has been described. These include 
granulomas, ulcerations, ecchymotic plaques, 
small erythematous and scaly plaques, nod- 
ules, soft-tissue swelling, abscesses, and 
acneform papules and pustules. The latter 
lesions are more accurately depicted as small, 
circular, erythematous papules and nodules 
with a slightly depressed, ulcerated center 
exuding thick pus. They have been con- 
sidered of diagnostic significance although 
they are not common in occurrence, being 
observed in less than a quarter of the cases. 
The term acneform may be desirable insofar 
as it calls to mind this particular diagnostic 
possibility. 


Crounse—Lerner 


Report of a Case 


A 62-year-old white male machine operator was 
first seen in the Dermatology Out-Patient Clinic 
of the Grace-New Haven Community Hospital 
in July, 1956, with the chief complaint of chronic 
skin ulcers. Approximately 10 months prior to 
this time, or in April, 1955, the patient had sus- 
tained injury to two areas of skin over the right 
arm and one on the right side of the chest from 
small, wet brass filings thrown off by the machine 
at which he was working. The wounds were 
treated as lacerations but progressed to indolent 
ulcerations. A few months later small ulcers, not 
initiated by trauma, appeared behind the left ear. 
Shortly thereafter similar ulcerations occurred 
behind the right ear, and a large, red area de- 
veloped over the head. However, no cutaneous 
lesion appeared at the site of crush injury to a 
forefinger, sustained during development of the 
other lesions. Because of the nature and progres- 
sion of the skin problem, the patient was admitted 
to Grace-New Haven Community Hospital for 
definitive diagnosis and treatment. 

Past, personal, and family history were not 
helpful. There had been no known exposure to 
any type of infectious agent. The patient was born 
in Austria. He came to the United States at the 
age of 18 and since then had lived in the North- 
east. His general health had been excellent, his 
appetite good, and there had been no fever, weight 
loss, or malaise. Review of systems was equally 
unrevealing. The patient had no neurological, 
cardiorespiratory, gastrointestinal, urogenital, or 
orthopedic complaints. 

On examination the patient was an alert, coopera- 
tive, short, stocky man with numerous lesions on 
the skin of the head, arms, and trunk. Vital signs 
were within normal limits. Weight was 80 kg. 
(175 Ib.). Except for the skin, physical findings 
were normal. Behind each ear there was a roughly 
triangular ulceration, approximately 5 sq. cm. in 
area, which had a clean punched-out border, a 
smooth granulating base, and very little surround- 
ing inflammation. Similar lesions, though smaller, 
were noted over the right elbow and right pectoral 
region. On the forehead and extending upward 
over the anterior scalp there was an irregularly 
outlined, nontender, infiltrated, shiny erythematous 
plaque, several centimeters in diameter. In addi- 
tion there were several circular erythematous 
papules, 0.5 to 1 cm. in diameter, with rolled 
borders and crusted depressed centers, on the face, 
neck, and left arm. On casual observation these 
could have been described as acneform. All lesions 
were essentially asymptomatic except for a burning 
sensation associated with the postauricular ulcera- 
tions. 
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‘, initial laboratory analysis revealed normal 
-hemogram, urine, NPN, fasting blood sugar, elec- 
trolytes, total protein with A/G ratio, and serum 
protein electrophoresis. Lumbar puncture showed 
clear fluid with normal dynamics, a protein content 
of 35 mg. per 100 cc., and no cells microscopically. 

' X-rays of the skull, chest, pelvis, and small bones 
were normal. ECG was normal. 

Biopsies were performed from three sites. 1. An 
ulcer approximately 2 cm. in diameter on the right 
arm was excised completely. 2. A specimen was 
obtained from the edge of the ulcer behind the right 
ear. 3. The large erythematous plaque over the 
forehead was biopsied. It is of interest that all 
biopsy sites healed completely before treatment 
was begun. An encapsulated yeast-like organism 
was found in the dermis and epidermis of all tissue 
sections. Mycological studies,* including direct wet 
preparations and cultures on Sabouraud’s media, 
showed a similar organism. Inoculation into white 
Swiss mice proved its pathogenicity. The use of 
special media, fermentation, and carbon-assimila- 
tion reactions confirmed the identification of C. 
neoformans. Urine and sputum cultures also were 
positive for the organism, but blood and spinal fluid 
were negative. 

Initial treatment was with an antifungal anti- 
biotic isolated from an unidentified species of 
Streptomyces (Amphotericin B), 3 gm. orally per 
day in divided doses. Over a period of 10 weeks 
the daily dose was increased gradually to 12 gm. 
with no visible therapeutic or toxic effect. The 
total dose of Amphotericin B during the 10-week 
treatment period was 215 gm. Hemograms, liver 
function tests, and NPN remained normal. Crystals 
of unknown identity were cbserved in the urine 
toward the end of this period. Sputum, urine, and 
skin cultures continued to be positive for C. 
neoformans, and the patient was readmitted on 
Sept. 13, 1956, for intravencus administration of 
Amphotericin B. The dose was 1 mg. per kilogram 
delivered over a six-hour period in normal saline 
solution. Because of the incomplete solubility of 
the compound, a standard blood infusion filter was 
used to remove large solid particles. Moderately 
severe febrile reactions with shaking chills ap- 
peared about three hours after the beginning of 
the first few infusions. These reactions were 
controlled completely by giving the patient 
1 gm./(15 grains) of acetylsalicylic acid prior to 
the infusion. After nine days of therapy there 
occurred a slight rise in NPN, casts in the urine, 
and an apparent drop in hemoglobin content of the 
blood. The dose was reduced by one-half for two 
days. The urine cleared, and NPN returned to 
normal. In retrospect it seemed as though the 
transient rises in NPN could be related directly to 


* Performed by Dr. L. D. Haley. 
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the speed of delivery of the intravenous medica- 
tion. Elevations of NPN had occurred the day 
following inadvertently rapid infusions, for ex- @ 
ample, over a period of as little as three hours. | 
The full dose was resumed for a total of 18 days | 
of therapy. During this time the patient received @ 
a total dose of 1.0 gm. of Amphotericin B intra- ~ 
venously. The skin lesions regressed remarkably 
during treatment. 4 
When the patient was discharged on Oct. 6, @ 
1956 all cultures had reverted to negative. The 
cutaneous ulcerations were healing rapidly, includ- 
ing the acneform lesions, which had flattened and 
become inconspicuous except for pigmentation. 
During the ensuing two months skin ulcerations © 
recurred and cultures of sputum and skin were | 
again positive for C. neoformans. Hospitalizativa 
from Dec. 5, 1956, to Dec. 24, 1956, was necessary. 
During this admission the patient first received ™ 
80 mg. (1 mg. per kilogram) per day of Ampho- § 
tericin B intravenously for eleven days, totaling 
880 mg. Subsequently, a water-soluble bile salt > 
derivative of Amphotericin B was made available. 
The dose of this preparation was 20 mg. (0.25 mg. = 
per kilogram) intravenously for two consecuti 
days, totaling 40 mg. Once again rapid regressior 
of cutaneous lesions and reversion of cultures to 
negative occurred. The patient was discharged, | 
only to be rehospitalized three weeks later because 
of bilateral lower lobe pneumonitis confirmed by 
X-ray examination. At this time new skin lesions 
were noted. Sputum cultures and smears reveal 
pneumococci and Hemophilus influenzae, with no @y 
evidence of C. neoformans. However, a few wee 
later, urine and sputum cultures both sho ed | 
cryptococci. The patient was treated for bacteri 
pneumonitis with 1,200,000 units of penicillin intra- 
muscularly per day, and the clinical response 
compatible with that of a bacterial pneumonia. 


The most unusual feature of this illness was he ff 


initially and persistently low white blood count 
ranging from 3250 to 5750, with no relative poly- 
morphonuclear shift. There are two possible ex 
planations for this. Either the pneumonitic pro 
was viral in origin and the bacteriological results 
misleading or the absence of leukocytic respons€ 
in the présence of bacterial infection was governed 
by other factors. One, of course, immediately 
pects the role of Amphotericin B therapy, s syst nic 
fungus infection, or both. There is no evidence 
to favor either one of these theories at present, 
since the patient’s white count has been normal oF 
elevated while he has continued to receive — 
tericin B. F: 
Since the occurrence of pneumonia the patient 
has received 30 intravenous infusions of the water= 
soluble Amphotericin B. Initially the dose was 2 
mg. (0.25 mg. per kilogram), but this $ 
gradually increased to a maintenance level 


Vol. 77, Feb., 1958 





“paulso} 
Jes B pue ‘payvay uotsay ay} Ades9y} g UldIIa}04ydWIY JIS yY—'qz ‘BI ‘MOQ]O JUBA dy} AvoU 199]N Ue JO MITA dn-asojd & st sIYT—" WZ “Bley 


‘9ZIS UI ABULYD JOU PIP peoysJoj 94} UO onbejd snozeulsyzAJo oy “djeos ay} 19A0 spuazxo onbed pojesjjyur snoyewisyyAso oB1ey Y ‘saqo] reo 
‘A[QeIOpISUOD poyeoy VARY Siva PU 9d¥J 94} UO S199]N 9Y} ‘A[snOUDdARIIUI g Yi0q JO UOHINAsOp [ejsied SI sI9Y T+ “Us9S 91e SUOISS] po}eJOITN Ie[NIID 
UIDLIOJOYRCUIY YUM }UIUI}II} JU9}}IUIIOJUT JO SYJUOUW g JoIJY—'" gq “3Iq snossuinu Ade19y} I10Joq JuaT}Ed 344 JO MOIA [eIDe} sIy} U[— YI “Bly 

















“payeay OsTe oqo] sve 
ay} JO UISIVUI JOLIIJUI ay} UO JIdIN UY “Jed WYSII oY} pulYyed J99]n IB1R] 
@ JO JUIUI}UII} I9}Je pue sJOJaq soinjoid o1e asoyt— ge pue yE ‘sig 





CRYPTOCOCCOSIS 






































} 75 mg. The skin improved. Urine and sputum 
} did not show cryptococcal organisms. 
Amphotericin + A and B 

_ Amphotericin is a crystalline product ob- 
| tained from a heretofore unidentified species 
of Streptomyces found in South America. 
| Two fractions, Amphotericin A and B, may 
I be separated on the basis of differing solu- 
| bilities. Their chemical structure is still 
| unknown. Amphotericin B is at present 
better developed than Amphotericin A. It 
is more toxic to animals, but its in vivo anti- 
fungal action is greater than that of Ampho- 
| tericin A, despite evidence to the contrary 
‘mn vitro. 
. The in vitro antifungal spectrum of Am- 
‘Photericin B includes Candida albicans, C. 
‘neoformans, Blastomyces dermatitidis, Blas- 
fomyces brasiliensis, Sporotrichum schenckii, 
| a1 d Histoplasma capsulatum. No antibac- 
erial activity has been observed. 
' The use of Amphotericin B in the treat- 
“ment of human fungus infection is being 
widely investigated. Gastrointestinal absorp- 
tion is poor, and the route of administration 
found most effective to date is intravenous. 
‘Few side-effects have been reported. Mild 
‘gastrointestinal upset occasionally accom- 
anies oral administration. Renal effects 
pssibly associated with oral therapy have 
en mentioned in this paper. Febrile re- 
nse to intravenous delivery is apparently 
father common but easily controlled with 
ipyretics. The present availability of the 
er-soluble bile salt derivative ¢ facilitates 
ravenous delivery. 


Comment 


utaneous cryptococcosis, while unusual, 
May be more common than is generally be- 
Reved. The increasing number of case re- 
Ports in the more recent literature probably 
Weflects both medical awareness and the 





‘tAmphotericin preparations were supplied by 
‘Pr. G. Hildick-Smith of the Squibb Institute for 
‘WMedical Research, New Brunswick, N. J. 

‘The water-soluble derivative of Amphotericin 
3B is known commercially as Fungizone (E. R. 
Squibb and Sons). 
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adequacy of laboratory facilities. The pres- 
ent case was interesting from several points 
of view. 

The patient was a 62-year-old man, born 
in Austria, who came to-this country at the 
age of 18 and thereafter spent his entire 
life in the northeastern part of the United 
States. For many years he worked as a 
machinist at a single factory. Ten months 
before admission to the hospital he was 
struck by some wet brass filings in three 


places—t + areas on the right arm and 
one on . ~ chest, All lesions proceeded 
to break down, leaving relatively clean, 


punched-out ulcers with little surrounding 
inflammatory reaction. During the course 
of several months similar lesions appeared 
on the upper part of the body, and a non- 
tender infiltrated erythematous plaque de- 
veloped on the forehead. Subsequent injury, 
including laceration of a finger and biopsy 
of the plaque on the scalp, did not result in 
ulcer formation. These sites of trauma 
healed without difficulty. This was surpris- 
ing in view of the fact that numerous 
cryptococcal organisms were present in the 
scalp lesion. The patient’s sputum and urine 
contained cryptococci, as did three biopsy 
sites. However, the blood and spinal fluid 
were negative. X-rays of the skull, thorax, 
and long bones were normal. An ECG was 
within normal limits. The cryptococcal or- 
ganisms isolated from the three different 
biopsy sites, sputum, and urine were all 
pathogenic to mice. The patient did not 
respond to very large doses of Amphotericin 
B orally but made a very good response to a 
suspension of Amphotericin B given intra- 
venously. When therapy was discontinued, 
new lesions appeared that later disappeared 
on further therapy. A water-soluble bile salt 
derivative of Amphotericin B was as effec- 
tive as the insoluble suspension when given 
intravenously. The patient’s general health 
has remained good. 

The simultaneous appearance of lesions at 
separate sites of trauma, the failure of in- 
fection to develop in a finger laceration, and 
the rapid healing of three biopsy sites even 
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before therapy were puzzling. The large 
erythematous plaque on this patient’s head 
which showed C. neoformans on both cul- 
ture and histological examination seems to 
be a heretofore undescribed type of lesion, 
though others have mentioned ecchymotic 
plaques ** and smaller erythematous infil- 
trated lesions in which the organism could 
not be demonstrated.? 

Therapy of cryptococcosis has included 
perhaps as many different agents as there 
are reported cases. Some of the more re- 
cently introduced agents show promise in 
human infections, and the use of Ampho- 
tericin B in particular is being investigated 
currently at many centers. It is too early to 
predict the fate of this antibiotic. The recent 
availability of the water-soluble compound 
may facilitate the evaluation of this means 
of therapy. The rapid response in the pres- 
ent case was encouraging, but recurrence of 
lesions has made long term treatment neces- 
sary. 

Severe side-effects seemed avoidable with 
proper precautions in the mode of delivery 
of Amphotericin B. The tendency toward 
renal complications as noted was overcome 
by proper dilution and controlled speed of 
administration. Febrile response was en- 
tirely eliminated by preadministration of 
salicylates. Long term effects are, of course, 
unknown, 


Cutaneous lesions are ideally suited for 
evaluation of therapeutic efficacy. At least 
in the present case conversion of systemic 
cultures to negative accompanied the re- 
gression of skin lesions. 

The absence of central nervous system 
involvement in a systemic infection by an 
organism most commonly invading the brain 
was an enigma. One can only speculate 
about cryptococcal organ specificity and host 
resistance. Indeed, the route of infection 
remains unknown, though recent work by 
Takos *° in monkeys indicates the gastroin- 
testinal tract as a potential source of infec- 
tion. 
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Summary 


A case of systemic cryptococcosis with 
unusual skin lesions was reported and the 
use of a new antifungal agent, Amphotericin 
B, described. While the patient received 
Amphotericin B, the skin lesions improved 
and urine and sputum became free of or- 
ganisms. However, when treatment was 
discontinued, relapses occurred. At the time 
of the writing of this paper, the patient had 
no active lesions and was being maintained 
on the drug. 


Section of Dermatology, Department of Medi- 
cine, Yale University. 
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Addendum 


Between the time that this manuscript was submitted for publication and the return of the 
galley proofs to the publisher (July 5, 1957, to Jan. 1, 1958), the patient was treated with 
intramuscular injections of Amphotericin B. He received 20 mg. of Amphotericin B intra- 
muscularly in water with 5% dextrose three times a week for 20 weeks and then 25 mg. 
intramuscularly twice a week for five weeks. The present maintenance dose at the time of 
this writing is 25 mg. intramuscularly twice a week. The patient has continued to improve and 


has returned to work on a full-time basis. 
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Keratotic Hemangiomas 


PHILIP R. LORIA, M.D.; VINCENT J. DERBES, M.D., and JOHN D. KRAFCHUK, M.D., New Orleans 


Of the numerous variants of hemangioma, 
the unilateral verrucous variety must be 
quite uncommon, for we have been able to 
locate only eight reported instances in the 
world literature (Table). Two patients 
with this disorder were admitted to the 
Charity Hospital clinics recently, within 
weeks of each other. Because of the un- 
usual nature of their lesions, we have been 
prompted to report them. 


Report of Cases 


Case 1—A 33-year-old Negro woman was ad- 
mitted to the Charity Hospital Dermatology Clinics 
because of two black, elevated, and verrucous 
lesions on the anterior aspect of the right leg, 12 
cm. above the ankle. One of these measured 
3.752.75 cm.; the other measured 1.20.7 cm. 
at its widest. They were elevated 3 or 4 mm. from 
the skin surface. In their centers there were 
superficial, dry, adherent scales. Both lesions were 
indurated and painful on firm palpation. 

The lesions had been present throughout the 
patient’s life, but im the 15 years preceding admis- 
sion they had become more hyperkeratotic. The 
consensus of the staff was that these were examples 
of verrucous nevi. A biopsy showed a hyper- 
keratotic papillomatous epidermis above a diffuse 
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zone of hemangioma in the upper dermis. The 
degree of hyperkeratosis was noted to vary widely, 
being most intense in the valley between papillae. 
A mild patchy parakeratosis was present. The 
markedly papillomatous epidermis showed irregular 
areas of hyperplasia and atrophy, with numerous 
finger-like acanthoses projecting into the dermis 
around hemangiomatous areas. The papillae and 
upper dermis contained a multitude of dilated 
blood vessels, each lined by a single layer of endo- 
thelium and separated from each other and the 
epidermis by variable, usually very thin zones of 
connective tissue. The connective tissue in the 
hemangiomatous areas was slightly basophilic, 
more cellular, and made up of a finer collagen than 
in the remainder of the dermis. Small but similar 
areas of hemangioma were noted laterally, under 
nonpapillomatous areas, in the upper third of the 
dermis. 

Some keratin plugging of sweat ducts in the 
epiderfnis was noted, with mild distention of the 
deeper ducts and glands, unassociated with any 
inflammation. 

Treatment consisted of repeated applications of 
solid carbon dioxide during an 11-month period. 
This was to no avail, and the patient was lost to 
our view. 

CasE 2.—A 21-year-old Negro man was seen 
seven weeks after the first patient, and the clinical 
picture was so similar to that in the first case that 
the correct diagnosis was made without difficulty, 
He had a solitary verrucous lesion on the posterior 
aspect of the lower one-third of the right leg. 
This mass had been present since birth; he was 
unable to say when it had become keratotic. Be- 
neath the superficially disposed mass of keratin 
there was an erythematous stratum of several 


Reported Instances of Unilateral Verrucous Hemangioma 








Author Patient Location Remarks 
Fabry + (1915) rE dara child (began atage Left thigh Fooly ead of smaller lesions 
of 4 yr. X13 cm, 

Parkes-Weber * (1918) 15-year-old boy Left lower leg Great part of leg involved 

Abramowitz : (1924) 4-year-old girl ight inner calf Two raised, warty lesions 

Wertheim '? (1924) im girl (present since Right leg — lesion and four smaller 
lesions 

Bettmann ?* (1928) 45-year-old woman Left lower leg Gigantic keratinization 

Roffo +* (1932) 7-year-old girl Right thigh and calf First angimatous, then secon 
dary hyperkeratosis 

Halter * (1937) 16-year-old boy Right buttock, thigh, leg,and Atrophy and shortening of limb 

Touraine ‘1 (1938) 9-year-old boy Right lower limb Followed distribution of second 
sacral] nerve 
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Fig. 1—Lesions of Case 1. See text for details. 


millimeters’ thickness.. Contiguous with this were 
smaller erythematous macular lesions of irregular 
configuration. Overlying the outermost surface 
there were islands of spotty hyperkeratinization. 
The microscopic findings paralleled those of Case 1 
in all respects. 

Very shortly after this first admission the 
patient was called into military service and has not 
been seen by us since. 





Loria et al. 


Comment 


It was in 1889 that Mibelli’ described 
angiokeratomas, i. e., hyperkeratotic vascu- 
lar lesions with a predilection to develop 
on the dorsum of the hands and feet. These 
he considered to be influenced by chilblains, 
a factor which is not operative in our pa- 
tients, who live in an area where freezing 
is virtually unknown. In 1898 Fabry * de- 
scribed angiokeratoma corporis diffusum 
universale, a condition now known to be 
associated with cardiovascular-renal involve- 
ment. Both of these conditions are felt to 
be unrelated to the present cases, which are 
considered to be essentially identical with 
those in the Table. In most case histories 
progressive development of hyperkeratosis 
was noted after the initial angiomatous 
phase appeared. In all of the reported in- 
stances the lower extremities were afflicted. 

In Wertheim’s !* view there was an actual 
increase in the vascular elements in the area, 
in contrast to the angiokeratoma of Mibelli, 
where dilatation of the capillaries takes 
place. 

Gans,’ in discussing the histopathology 
of these lesions, pointed out that there was 
angioblastic activity in the hyperkeratotic 
angiomas and no such activity in angiokera- 
tomas of Mibelli. Touraine et al.1' felt that 
the evolution of such lesions began with 


Fig. 2—Biopsy of 
Case 1. See text for de- 
tails. 











Fig. 3.—Lesions of Case 2. See text for details. 


an aggregate of “histiocytic” cells, which 
initially formed capillaries of the embryonic 
type. These progressed into the adult-type 
capillaries, which then became cavernous as 
the cellular elements disappeared. 

Wertheim stressed that the vascular pro- 
liferation of hyperkeratotic angiomas was 
situated immediately subjacent to the over- 
lying epidermis, in contrast to the band of 
connective tissue which separates the. epi- 
dermis and vascular element in the angio- 
keratoma of Mibelli. 

Tissue asphyxia has long been thought 
responsible for the hyperkeratosis of such 
lesions. While conceding this important 
factor, we wonder what role trauma may 
play in this respect. Almost all of these 
lesions have been located on the lower 
extremities, which are more exposed to 
trauma. Perhaps a combination of these 
factors comes into play in the development 
of these keratotic hemangiomas. There were 
no other angiomatous lesions present in 
either of our two patients. In neither case 
was there any family history of parents 
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or siblings having any similar or related 
lesions. 


Summary and Conclusions 


Two unusual cases of unilateral hyper- 


~keratotic hemangiomas of the lower extrem- 


ities are reported. The lesions are of 
lifelong duration, with a progressive in- 
crease in the verrucous nature in more 
recent years. No other such lesions are 
present in either case. There is no family 
history of similar or related lesions. 

The salient points of differences between 
these lesions and those seen in the angio- 
keratoma of Mibelli and the angiokeratoma 
of Fabry are discussed. Whereas the angio- 
keratomas arise from preformed capillaries 
and are acquired lesions with a congenital 
predisposition, the keratotic hemangiomas 
are congenital in themselves. 


It is felt that tissue asphyxia and possibly 
trauma as well play a role in the ensuing 
hyperkeratosis that develops. 


1430 Tulane Ave. (Dr. Derbes). 
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Leukomelanoderma Subsequent to the Application of 
Monobenzyl Ether of Hydroquinone 


A Vitiligoid Reaction Observed in Colombia and Venezuela 


ORLANDO CANIZARES, M.D., New York; FABIO URIBE JARAMILLO, M.D., Medellin, Colombia, and 
FRANCISCO KERDEL VEGAS, M.D., Caracas, Venezuela 


The role of monobenzyl ether of hydro- 
quinone as a cause of depigmentation has 
been known since the report of Oliver, 
Schwartz, and Warren! in 1940. These 
authors studied 20 patients with a peculiar 
leukoderma localized to the hands and fore- 
arms, produced by a type of rubber gloves 
in which Agerite Alba had been used as an 
antioxidant. The leukoderma occurs pri- 
marily on the areas in direct contact with 
the causative agent but was also observed 
affecting the trunk and extremities. One of 
their patients was a Negro with a striking 
depigmentation of the abdomen, upper part 
of the thighs, and buttocks. The authors 
stated that this could not be explained except 
that it was probably due to rubbing sweat 
and water off his body. Sulzberger? men- 
tioned a Negro with a generalized vitiligoid 
depigmentation, almost resembling an albino. 

The discovery of the properties of mono- 
benzyl ether of hydroquinone lead to many 
interesting studies by Denton, Lerner, and 
Fitzpatrick * and to the utilization of this 
chemical in the treatment of hyperpigmenta- 
tions. To our knowledge, extensive de- 
pigmentation as a complication of the 
therapeutic use of monobenzyl ether of 
hydroquinone has not been reported in this 
country. 
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In July, 1956, one of us (O. C.) observed 
in New York a Puerto Rican woman who, 
after the use of a cream containing 5% 
monobenzyl ether of hydroquinone for a 
chloasma, developed a mild contact derma- 
titis of the face. The medication was dis- 
continued, but the patient returned six weeks 
later with a vitiligoid eruption confined to 
the neck, shoulders, and extensor aspect of 
the arms. Although the eruption was not 
located on the areas where the medication 
was directly applied, the possible relation- 
ship between the monobenzy] ether of hydro- 
quinone and the dyschromia was raised. 

Shortly thereafter, in a lecture trip to 
Colombia and Venezuela, a large number of 
similar dyschromia reactions following the 
use of a commercial preparation containing 
monobenzyl ether of hydroquinone were en- 
countered. In these countries this product 
may be obtained “over the counter” without 
prescription. 

The fact that this reaction was observed 
in patients with a highly pigmented skin 
would indicate some racial susceptibility. 
This factor was already suggested in the 
original study of Oliver, Schwartz, and 
Warren,’ since 13 of 20 patients were 
Negroes, 3 Mexican, and 4 white. 

Fitzpatrick, commenting on this type of 
reaction, stated: 

It is becoming increasingly evident that there 
are differences in the rate and degree of depig- 
mentation following topically applied monobenzyl 
ether of hydroquinone depending on the basic skin 
color. In the Negroid and Asiatic people total 
depigmentation may, and often does, occur follow- 


ing the application of monobenzyl ether of hydro- 
quinone. The depigmented skin is milk-white, 
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similar in hue to vitiligo.: In Japan commercial 
preparations of monobenzyl ether of hydroquinone 
are available “over the counter.” The Japanese 
dermatologists are seeing an increasing number 
of disfiguring pigmentary disorders, characterized 
by scattered areas of depigmentation of the face, 
in patients applying monobenzyl ether of hydro- 
quinone for cosmetic bleaching. We have not 
observed complete depigmentation of Caucasian 
skin following the application of preparations of 
monobenzyl ether of hydroquinone available com- 
mercially in this country. In Caucasian patients 
with chloasma, for example, prolonged local ap- 
plication of monobenzyl ether of hydroquinone 
results in a decrease or disappearance of the 
pathologically hyperpigmented areas, but does not 
affect the basic skin color. 

An explanation for the differences in the degree 
of depigmentation in the pigmented peoples and 
in the Caucasian skin has not been made. In a 
strict sense, monobenzyl ether of hydroquinone 
does not produce depigmentation of skin (i. e, 
cause a disappearance of preformed melanin) 
but inhibits new melanin formation. Thus, the 
degree of melanin loss may be related to a dif- 
ference in the. rate of physiologic turnover of 
melanin in the melanocytes of pigmented (Asiatic, 
Indian, and Negroid) and white skin. In normal 
Negro skin, for example, a milk-white macular 
depigmented area may appear approximately 30 
days from the beginning of topical applications of 
20% monobenzyl ether of hydroquinone in an oil- 
in-water emulsion-type base. However, in normal 
Caucasian skin no change in pigmentation is noted 
even after three months of daily application of 
the same preparation. This suggests a more rapid 
turnover of melanin in the melanocytes of Negro 
skin. 

Latapi® observed similar cases of dys- 
chromia in Mexico. Most of the patients 
who had developed this leukomelanodermic 
reaction had indulged in self-medication with 
a commercial preparation of monobenzyl 
ether of hydroquinone at 20%. 


The following cases are typical of this 
type of dyschromia. 


Case 1—A woman aged 32, born in Colombia, 
single, a dentist by profession, consulted Dr. Fabio 
Uribe Jaramillo of Medellin, Colombia, on Feb. 
6, 1955, because of a hyperpigmentation of several 
months’ duration localized to the face. This area 
involved the cheeks and forehead, primarily on 
the central part of the face. Physical examination 
was otherwise negative, and routine laboratory 
examinations of the urine and blood were within 
normal limits, except for mild hypochromic anemia. 
Treatment consisting of ferrous sulfate and a mer- 
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1.—Leukomelanodermic lesions following 


Fig. 
the use of monobenzyl ether. of hydroquinone. 
Similar lesions were present on the shoulders. 


curial ointment to the face was instituted. On Jan. 
10, 1956, the patient returned for examination. 
The facial hyperpigmentation had become more 
pronounced during the past summer and had ex- 
tended to the periphery of the face. The hypo- 
chromic anemia had responded to the medication. 
Treatment with commercial preparations of mono- 
benzyl ether of hydroquinone at 20% was begun. 
The patient was instructed to apply the medication 
at night and to avoid exposure to sunlight during 
the day. After a month of treatment she returned, 
presenting an acute dermatitis of the face with 
pronounced edema of the eyelids. The medication 
with monobenzyl ether of hydroquinone was dis- 
continued, and soothing topical applications, in- 
cluding an ointment with hydrocortisone, were 
prescribed. With this treatment the dermatitis 
subsided in a few days. Approximately two weeks 
later a discoloration was noted on the chin. This 
was a macular area of hypopigmentation with a 
hyperpigmented border. Within the next few 
weeks similar lesions appeared on the neck, 
shoulders, and upper part of the chest. The lesions 
were leukomelanodermic and presented a close 
resemblance to vitiligo (Fig. 1). Treatment with 
methoxsalen (Oxsoralen) diluted 1:100 was in- 
stituted but had to be discontinued because the 
irregular pattern of dyschromia made it difficult 
to localize the medication to the hypopigmented 
areas. 
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Fig. 2—Leukomelanodermic lesions tollowing 
the use of monobenzyl ether of hydroquinone. The 
patient also presented lesions on the abdomen. 


Case 2.—A 54-year-old woman, born in Vene- 
zuela, consulted Dr. Francisco Kerdel Vegas in 
Caracas, Venezuela, on Sept. 29, 1954, because of 
reticulated hyperpigmentation of the forehead, 
cheeks, and chin, which, according to the patient, 
appeared after a severe sunburn. The diagnosis of 
chloasma was made, and an ointment with 10% 
ammoniated mercury was prescribed, together with 
a preparation to protect the patient against sun- 
light. On Oct. 31, 1954, the patient was seen again. 
There was some improvement, but she complained 
of the slow progress made and requested a more 
effective medication. A 2% solution of mono- 
benzyl ether of hydroquinone was prescribed to 
be used before retiring, the ammoniated mercury 
and a sun-protective cream to be used during the 
day. On Dec. 3, the patient developed an acute 
contact dermatitis of the neck, cheeks, and fore- 
head. All medications and cosmetics, including 
nail polish, were. discontinued. An ointment of 
2.5% hydrocortisone, 5 mg. four times a day, was 
prescribed. There was a considerable improvement 
in a few days, and one week later the patient was 
patch-tested with the ingredients used in the 
different medications, cosmetics, etc. The results 
were negative. However, a strongly positive reac- 
tion was obtained with a 20% solution of mono- 
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benzyl ether of hydroquinone, and a weaker 
positive reaction to a 5% solution. On Jan. 17, 1955, 
a hypochromic macule appeared on the left cheek; 
this extended gradually and within a few weeks 
had involved the neck, anterior and posterior 
aspect of the chest, and shoulders (Fig. 2). 
Lesions appeared at a distance, on the abdomen. 
The lesions were hypopigmented macules with 
areas of hyperpigmentation within the patches and 
at the periphery. From June, 1955, to September, 
1956, the patient was treated on the depigmented 
areas with a solution of methoxsalen diluted 1:3 
and exposures to ultraviolet light. There was a 
gradual but complete reappearance of pigment with 
this treatment. The lesions not treated, like the 
depigmentation of the abdomen, remained un- 
changed. 


Comments 


The type of reaction to the application 
of monobenzyl ether of hydroquinone de- 
scribed here presents various features which 
may be considered as characteristic. 

1. The great majority of the cases oc- 
curred in patients with a highly pigmented 
skin. Some were possibly Caucasian bru- 
nettes, but the majority presented evidence 
of mixtures of Caucasian, Indian, and/or 
Negro blood. 

2. All the cases observed were women. 
No conclusions can be reached from this 
fact, as women are more prone to be con- 
cerned with the cosmetic aspect of facial 
hyperpigmentation and, for that reason, to 
apply medication to correct it. 

3. In all cases the sequence of events was 
as follows: (a) The patient applied a prepa- 
ration containing monobenzyl ether of 
hydroquinone to the face for a period vary- 
ing from two weeks to a few months, prior 
to the onset of the dermatitis. (b) An acute 
contact dermatitis developed on the affected 
areas. This usually subsided if the treat- 
ment was discontinued and soothing medica- 
tion was applied. Topical applications and 
internal administration of steroids were 
found beneficial. The average duration of 
the dermatitis was from a few days to two 
weeks. In some rare cases there was no 
history of dermatitis, although some of the 
patients complained of pruritus, which may 
have indicated a subclinical dermatitis. (c) 
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Two weeks to two months after the dis- 
appearance of the contact dermatitis areas 
of depigmentation mixed with others of 
hyperpigmentation developed on the areas 
previously affected and on the periphery of 
these areas. Lesions at a distance, such as 
on arms, abdomen, and legs, were. also 
present in some patients. 

4. The lesions at a distance, such as on 
the arms, legs, and abdomen, were com- 
pletely isolated from the area where the 
contact dermatitis was located. In some 
patients there was evidence that the medi- 
cation was directly carried to a distant 
region by the hands of the patient. Such was 
the case in the patient observed by Posada 
Trujillo,* whose lesions were located in the 
inner aspect of the thighs. When questioned, 
the patient stated that she had the habit of 
sleeping with the hands placed on that 
region. In the majority of the cases no clear 
explanation could be offered for the location 
of the lesions at a distance from the origiyal 
dermatitis. The dyschromia always consists 
of round or oval macules, and no instance 
of linear or angular shapes was observed. 

5. The evolution of the lesions was also 
characteristic. They spread and extended for 
a period of one or two months and then 
remained stationary. In some instance, there 
was spontaneous regression. If the lesions 
were treated with methoxsalen, hyperpig- 
mentation appeared more consistently in the 
acquired leukoderma than when original 
patches of vitiligo were treated with the 
same medication. Severer reactions were 
found to this medication in this type of 
leukomelanoderma than in true vitiligo. 

6. The majority of the patients had ap- 
plied the 20% concentration of monobenzyl 
ether of hydroquinone obtained in a com- 
mercial preparation. Some patients treated 
by dermatologists had used a 2% to 10% 
preparation, either in an ointment base or 
in alcoholic tincture. 

7. Clinically, the leukomelanoderma pre- 
sented a bizarre distribution. There were 
usually depigmented patches with a hyper- 
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pigmented border. Often there were zones 
of hyperpigmentation within a depigmented 
area. In other instances the face of the 
patient, usually after an initial improvement 
of the original hyperpigmentation, again be- 
came hyperpigmented with isolated round 
areas of depigmentation. This has been 
called by Latapi dyschromia “in confetti” 
or “honeycomb.” The color of the hairs over 
the affected area is not altered. 


Summary and Conclusions 


A leukomelanodermic reaction subsequent 
to a contact dermatitis caused by mono- 
benzyl ether of hydroquinone is frequently 
observed in patients in Colombia and 
Venezuela. The lesions resemble vitiligo and 
often extend beyond the areas where the 
medication had been applied deliberately. 
Most patients originally had a highly pig- 
mented skin, and so a racial susceptibility 
is probably indicated. 

The treatment of lesions such as chloasma, 
in patients with a naturally hyperpigmented 
skin with preparations containing mono- 
benzyl ether of hydroquinone is hazardous. 
The leukomelanoderma which develops in 
many cases is cosmetically more objection- 
able than the criginal hyperpigmentation. 


3 E. 69th St. (21). 
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Studies on an Adult with Urticaria Pigmentosa 


Report of a Case 


MAJOR MICHAEL J. DAVIS (MC); CAPT. JAMES C. LAWLER (MC), and COL. ROBERT S. HIGDON (MC), 


U. S. Army 


Introduction 


Mast cells in several animal species have 
been found to contain heparin,’ hyaluronic 
acid,” and histamine. In 1955, Benditt et 
al.t isolated 5-hydroxytryptamine (sero- 
tonin) from the mast cells of the rat. In 
humans, excessive quantities of serotonin 
have been demonstrated only in patients 
with the malignant carcinoid syndrome,® and 
the chromaffin cells of the gastrointestinal 
tract are the source of this amine. 

This is the report of a case of an adult 
patient with urticaria pigmentosa who 
demonstrated some of the clinical features 
of the malignant carcinoid syndrome, 
namely, recurrent flushes and ectasias. Since 
serotonin has been found in mast cells of 
lower animal species, it was of interest to 
learn whether human mast cells, which are 
present in large numbers in the skin of 
patients with urticaria pigmentosa, also con- 
tain this substance. However, analysis of 
skin containing mast-cell infiltrates revealed 
no significant content of serotonin, but large 
amounts of histamine were present. 


Report of Case 


A 26-year-old white man noted the development 
of brownish macules two years ago, which first 
involved the trunk and have gradually increased 
in number and spread to the arms, legs, and neck. 
The lesions are pruritic, especially after the pa- 
tient has taken a shower or following strenuous 
work. The patient awakes in the morning with a 
marked flush, occasionally involving the entire 
body and most pronounced on the face, neck, and 
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upper thorax. Stress, alcohol, and spicy foods 
have also been noted to initiate itching and epi- 
sodes of flushing. In the past six months symptoms 
have been more pronounced. 

The patient was first hospitalized in November, 
1956, because of recurrent nosebleeds which were 
found to be due to dilated veins in the nasal sep- 
tum. Cautery controlled the nose bleeds. His 
past health has been good, and a review of systems 
was negative for symptoms related to organs 
other than the skin. 

The pertinent findings on examination were 
limited to the skin, which was flushed. Scattered 
over the neck, upper extremities, and trunk were 
many hyperpigmented macules and papules vary- 
ing in size from 0.5 to 1 cm. The brownish papules 
urticated when they were stroked. There were 
also many small ectasias situated in the lesions on 
the upper trunk and arms. 

Laboratory Data.—Chest x-ray was within nor- 
mal limits, and an x-ray survey of the skeleton 
demonstrated no bone pathology. Gastrointestinal 
series was normal. Hemoglobin was 15.4 gm.; 
white blood cell count, 6750; differential count, 
64% neutrophils, 29% lymphocytes, 4% monocytes, 
2% eosinophils, 1% basophils; platelet count, 
216,000; prothrombin time, 13. seconds; prothrom- 
bin consumption, 42 seconds and 41 seconds; clot- 
ting time, glass, 6 and 12 minutes; clotting time, 
silicone, 20 and 29 minutes; bleeding time, 3% 
minutes; bone marrow, normal; serologic test for 
syphilis, negative; liver-function tests, normal; 
urinalysis, within normal limits. 

Biopsy. of a lesion from the back showed in- 
creased pigment in the basal layer and upper 
corium and a heavy accumulation of mast cells in 
the upper and. midcorium containing granules 
which stained metachromatically with Giemsa 
stain. Serotonin content of the involved skin was 
less than 0.2ug. per gram, which is considered 
normal. Twenty-four-hour urine specimens ana- 
lyzed for 5-hydroxyindoleacetic acid showed 4 mg,, 
5 mg., and 6 mg. (normal values, 4 to 9 mg. per 
24-hour specimen). Histamine content of involved 
skin was 44ug. per gm. (normal values, 4ug. to 6ug. 
per gram of skin). Serum was analyzed for serum- 
clearing factor (lipoprotein lipase) after the skin 
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URTICARIA PIGMENTOSA 


was briskly rubbed and histamine whealing was in- 
duced. No increase was found. Gastric analysis 
showed over 100 units total acid. 

Course in the Hospital—After initial studies 
were performed, the patient was treated with 
chlorpheniramine U. S. P. (Chlor-Trimeton) 
maleate, 8 mg. taken at eight-hour intervals. 
Within 10 days the patient’s skin was less erythem- 
atous, episodes of generalized flushing and 
pruritus were less frequent, and more rubbing was 
required to cause the skin lesions to become 
urticated. The antihistamine was discontinued, and 
within 48 hours the skin became more flushed, 
itching episodes were more frequent, and the pa- 
tient complained of moderately severe. headaches 
and recurrent vomiting. 

The patient was then treated with steroids and 
received a total of 1350 mg. of cortisone and 
450 mg. of prednisone over a three-week period. 
In addition, 40 mg. of corticotropin-zinc hydroxide 
was given intramuscularly once a week. Within 
72 hours the patient’s symptoms were relieved and 
his skin again appeared much less erythematous. 
During the first two weeks of steroid therapy the 
effects of the treatment paralleled the effect of 
chlorpheniramine. During the third week of steroid 
therapy the patient again complained of vomiting 
preceded by nausea and an increase in erythema 
of the skin was noticeable., Addition of chlor- 
pheniramine to his therapy promptly relieved the 
symptoms, and the steroids were discontinued on 
the 23d day. On two occasions the antihistamine 
has been purposely discontinued and the patient 
has developed severe headaches accompanied by 
nausea and vomiting and a return of the flushing 
episodes. After two months, chlorpheniramine 
alone did not keep the patient asymptomatic and 
diphenhydramine hydrochloride (Benadryl), 50 
mg. four times a day, was given in addition, with 
increased symptomatic relief. Throughout the 
course, no change in the appearance or number of 
the lesions was noted. 


Comment 


Recognition of the mast cell as it occurs 
normally in perivascular tissue or in patho- 
logical accumulations as in urticaria pig- 
mentosa is dependent on demonstration of 
metachromatic granules in the cytoplasm. 
The metachromatic staining is due to the 
presence of mucopolysaccharides such as 
heparin and hyaluronic acid. It has been 
shown,® recently, that fibroblasts may take 
on the appearance of mast cells, i. e., ingest 


‘metachromatic material which is conjugated 


with toxic agents. This local detoxification 
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mechanism has been termed micellophagosis, 
and Higginbotham et al.* have demonstrated 
it by protecting animals with heparin against 
the toxic effects of a phenyl alkylamine, 
48/80, a potent histamine releaser. It is of 
interest to postulate that a similar mechanism 
may be operative in urticaria pigmentosa. 

The histamine content of skin from an 
area infiltrated with large numbers of mast 
cells was 7 to 10 times the normal value for 
skin. This corroborates prior studies ® 
which show a correlation between the num- 
ber of mast cells in a tissue and its histamine 
content. Serotonin was not found to be 
present in significant amounts in skin in- 
filtrated with mast cells, and the urine con- 
tent of 5-hydroxyindoleacetic acid, the 
metabolite of serotonin, was within normal 
limits on three separate tests. These findings 
have been included in a report by Sjoerdsma 
et al.? on the histamine and serotonin con- 
tent of mast cells, in which an apparent 
species difference in mast-cell content of 
serotonin is shown. 

Asboe-Hansen § has reported that the der- 
mal mast cells of humans decrease in num- 
ber and become degranulated when exposed 
to the action of corticotropin or cortisone. 
Bloom ® has reported regression and disap- 
pearance of mastocytomas in the dog follow- 
ing therapy with cortisone. Urbach ® has 
reported some success in treating urticaria 
pigmentosa with steroids. Our patient had 
less pruritus and flushing episodes were 
diminished while he was receiving steroids, 
but there was no apparent decrease in the 
number of mast cells present in lesions 
biopsied after treatment compared with prior 
biopsy specimens. It is possible that the dose 
given was inadequate or was not continued 
long enough. The symptomatic relief 
afforded by antihistamine drugs was greater 
than that from the steroids. 


Summary 


A case of urticaria pigmentosa in an adult 
without evidence of systemic involvement is 
presented. 

Analysis of the patient’s skin revealed 
markedly increased amounts of histamine. 
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Significant amounts of serotonin were not 
demonstrated. 

Steroid hormones and antihistamines were 
found to have limited therapeutic effects. 


Department of Dermatology, Walter Reed 
Army Institute of Research, Walter Reed Army 
Medical Center, Washington 12, D. C. 
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Carcinoma Erysipelatodes and Carcinoma 


Telangiectaticum 


JOHN T. INGRAM, M.D. (London), F.R.C.P. (London), Leeds, England 


Under the term “cancer erythema’ Jona- 
than Hutchinson in 1886 described the af- 
fection which we now designate carcinoma 
erysipelatodes, which is perhaps most com- 
monly and most readily seen in relation to 
cancer of the breast. 

Cancer may spread directly or by the 
lymphatics, with or without obstruction and 
consequent edema. It is thought by Muir 
and others sometimes to spread in the epi- 
thelium itself, giving rise to intraepidermal 
carcinoma, though this is known also com- 
monly to arise in situ. Embolic spread by 
lymphatics or blood vessels may give rise to 
distant metastases. 

Upon occasion, however, cancer cells 
grow in and are transported along vessels 
without invading or penetrating the walls of 
those vessels. Such spread may naturally 
be rapid and extensive without at first giv- 
ing rise to much in the way of signs or 
symptoms unless it involves the skin and 
subcutaneous tissues (Dawson and Shaw, 
1937). 

As with so many ills, the pathological 
processes involved are most beautifully dem- 
onstrated in the skin, where they can be 
observed directly and are readily accessible 
to microscopic study. Some degree of vas- 
cular obstruction naturally results from the 
presence of tumor cells in abundance within 
the vessels, If the deeper dermal and hypo- 
dermic vessels are involved, the clinical ap- 
pearances resembles erysipelas, and indeed 
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Kittner in 1924 and later Rasch in 1931 
used the term carcinoma erysipelatodes for 
this phenomenon. 

If the smaller and more superficial ves- 
sels and capillaries of the skin are affected, 
there is produced a fine telangiectasia, or 
dilation of small lymphatics and blood ves- 
sels, with minute yellow or red cystic swell- 
ings which Parkes Weber (1935) first 
described as carcinoma telangiectaticum. 

Though the diagnosis is more often made 
in relation to carcinoma of breast, it has 
been seen with carcinoma of lung and of 
pelvic organs and no doubt may have its 
origin in any organ. 

In the past the prognosis has been bad, 
with a fatal termination in the course of 12 
or 18 months or less. Today the recogni- 
tion of hormonal dependence in some breast 
and other carcinomata may be expected to 
favor a better prognosis. 

The affection is apparently rare. It may 
arise in association with carcinoma of the 
breast or at some interval after a carcinoma 
has been removed by surgical operation. 
The first evidence of the malignant spread 
is the development of a persistent blush, 
slightly palpable, defined but not giving the 
suggestion of tumor infiltration at a casual 
examination. Careful observation or exami- 
nation of the lesion through a lens may 
show a number of dilated capillaries in the 
“blush” area and red, pinpoint telangiectases 
and yellow lymphangiectases, appearing 
often as minute cysts. If the patient has 
been subjected to operation for carcinoma, 
these changes will be manifest in and about 
the scar and will gradually diffuse in an 
irregular fashion over the skin of the adja- 
cent breast. There is sometimes a little 
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itching, but the changes do not appear to 
give rise to marked symptoms. 

The following account is a typical history 
in carcinoma telangiectaticum of the breast. 

CasE 1.—A single woman, aged 52 years, had 
the left breast removed for scirrhous carcinoma 
in October, 1932. The history at this time was 
that there had been discomfort in the left breast 
for 12 months with inflammation of left nipple for 
2 months. There was no discharge from the 
nipple. There had been little pain. The left nipple 
was large and swollen. There was superficial 
irritation of the skin below the nipple, the base of 
which was constricted. Beneath the nipple and to 
the inner and upper side there was indefinite hard- 
ness of considerable extent. 

Histological examination of the breast after re- 
moval showed a malignant duct-papilloma with 
malignant invasion of glands. 

The patient had suffered from infantile eczema 
until the age of 12 years and had always had a 
sensitive skin. 

In July, 1933, she noticed a redness which ap- 
peared first in the site of the operation wound. 
It had gradually spread to involve much of the 
skin of the left side of the chest and had recently 
involved the skin of the right breast, when first 
seen by me in November, 1933. The eruption 
itched a little at night, and the patient was in- 
clined to regard it as eczematous. 

On examination the skin was smooth, presented 
an irregular, bright-red blush, with purplish patches 
spreading over the left chest from the upper half 
of the operation wound into the left axilla, over 
the midline in front, and into the skin of the 
right breast. It was slightly infiltrated on palpation, 
appeared slightly speckled and telangiectatic, and 
upon examination through a lens was seen to be 
strewn with small telangiectases and pinpoint to 
pinhead-sized cysts, most of which were red and 
obviously contained blood with occasional black 
blood cysts, though some were yellow, being 
lymphatic in origin. Blood could not be expressed 
from the cysts. The cystic and telangiectatic ap- 
pearance was less well developed over the right 
breast, where the affection showed little more 
than thickened, red blotches with occasional peau 
d’orange change in the skin. 

No enlarged glands were palpable. 

The skin was generally of the seborrheic type 
with a number of old seborrheic warts and small 
angiomata. Otherwise the patient’s general con- 
dition appeared normal. 

It was decided to try filtered x-ray therapy, 
but before this could be started the patient 
developed gangrenous appendicitis and died. 

The histological report by the late Prof. M. J. 
Stewart indicates that almost the whole length 
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of the excised portion of skin, 2 cm. long, 
showed a condition of widspread carcinomatous 
permeation of the small blood vessels of the skin, 
especially those in the immediately subepithelial 
zone. Invariably the affected vessels were only 
partially occupied by the neoplastic plugs, many 
of them containing in addition numerous red blood 
corpuscles. The walls consisted of stretched 
endothelium, supported externally by dense collagen, 
i.e., the vessels were apparently capillaries. There 
was no evidence of reaction in the surrounding 
tissue. Perivascular lymphocytic infiltration, where 
present, was more marked elsewhere than in re- 
lation to the permeated vessels. 

The tumor was a _ spheroidal-cell carcinoma 
of considerable cellularity and showed mitotic 
figures in small numbers. In places it presented 
the appearance of being luminated, but every- 
where the apparent lumen was occupied by homo- 
genous material, staining intensely with eosin. As 
a tule, the cancer plugs lay very free in the lumen 
of the vessel, but at a few points they breached 
the wall and were penetrating into the surround- 
ing tissues. Some of the larger cell groups showed 
more definite central necrosis. A notable feature 
was the total absence of stroma in the intravascular 
masses, each of which was formed by an ag- 
gregation of small cell groups, more or less loosely 
disposed and separated by free blood or merely 
by spaces. 

A very large number of the blood vessels in the 
subepithelial zone were permeated by carcinoma, 
In the densely collagenous layer of the true skin, 
however, invaded vessels were few and the cancer 
cell groups small. In the adipose tissue beneath 
the true skin a number of small veins with fibro- 
muscular walls, similarly permeated by growth, 
were seen, and there was permeation of tiny 
capillary channels in their adventitial coats. 


The surface epithelium showed considerable 
keratinization and presented no evidence of cancer- 
ous invasion. 


Similar cases have been reported in the 
literature. 

In Rasch’s case the affection appeared to 
have followed a scratch by a pin. Progress 
was rapid and the skin involving both 
breasts was affected in the course of six 
months and the patient died about one year 
after the onset of the trouble. There ap- 
peared to be a general mastitis carcinoma- 
tosa, and no operation was performed. 
X-ray treatment had no material effect upon 
the course of the disease. Rasch suggested 
the name “carcinoma erysipelatodes acutum” 
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CARCINOMA ERYSIPELATODES AND TELANGIECTATICUM 





Fig. 1—Carcinoma erysipelatodes from breast 
cancer. 


for the affection which Kiittner had called 
“erysipelas carcinomatosum.” 

In Weber’s case telangiectasia of the skin 
was noted before operation and was mostly 
removed, but telangiectatic spread continued 
over the surface after operation until the 
greater part of. the left thorax posteriorly, 
much of the skin round the operation scar, 
and the skin over the right breast were 
covered. From many of the telangiectases 
the blood could not be expressed, but there 
was no evidence of hemorrhage. There 
was no more than slight itching by way of 
symptoms, and no glandular enlargement 
could be noted. 

This patient was treated with filtered 
x-rays but subsequently died from sec- 
ondaries in the chest. 

Van Vonno’s case had not been operated 
upon and showed scirrhous carcinoma on 
palpation. The whole skin covering the 
breast was involved with the telangiectatic 
eruption. 

As in the case reported here, a patient 
shown by the late Dr. Barber had Paget’s 
disease of the nipple (confirmed by biopsy) 
in addition to the general carcinoma 
erysipelatodes which was diffuse over both 
breasts. This patient was moribund when 
teported. In the discussion following the 
presentation of the case, Gray referred to a 
patient who had been under his care with a 
similar affection. 

In the past the prognosis in such cases 
has been hopeless, but with increasing 
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knowledge of the hormonal dependence of 
some cancers, especially of breast and pros- 
tate, this may be modified. 

CasE 2.—I have recently had the opportunity 
of observing a patient, aged 60, under the care of 
my surgical colleague Mr. Shucksmith, who pre- 
sented most extensive carcinoma telangiectaticum 
and some carcinoma erysipelatodes in relation to 
the scar of a radical amputation of right breast 
for cancer in 1951. Most of the right chest wall 
anteriorly, the shoulder girdle and part of the 
posterior wall, and the right upper arm were in- 
volved in the carcinoma telangiectaticum, which 
had been observed for about four months when 
seen by me in June, 1957. There was also an 
extensive carcinomatous blush of the left breast. 
On June 20 Mr. Shucksmith performed a bilateral 
adrenalectomy, but the eruption persists after three 
months. Postoperative histology has not shown any 
disappearance of cancerous tissue in the vessels. 

I have given clinical and histological de- 
tails of these two cases relating to breast 
cancer and have observed seven others. 
Some showed different and ringed, centrif- 
ugal patterns of spread where permeation 
had not been diffuse throughout the tissue 
but limited to certain vascular zones, as 
shown in Figure 2. 

We know that visceral cancer may some- 
times spread internally in similar fashion, 
carcinoma of lung and of stomach giving rise 
to so-called “carcinomatous lymphangitis of 
lung and mediastinum” (Chandler and Tell- 
ing, 1952). Visceral cancer may, however, 
on occasion give rise to carcinoma of the 
skin of the related region, as in the follow- 
ing cases. 

Case 3.—In 1946 I was asked to see a patient 
of my physician colleague Dr. Towers for a 
zosteriform eruption of his right chest wall. This 


Fig. 2 (Case 1).—Carcinoma telangiectaticum 


- from breast cancer. 














Fig. 3.—Ringed carcinoma erysipelatodes from 
breast cancer. 


was a man of 59 years thought to have a car- 
cinoma of the bronchus of the right lung. He 
presented an erysipelatoid eruption of zosteriform 
distribution round the right chest wall from the 
spine to the midline in front, roughly in the 
region of the fifth and sixth dorsal segments. 
Clinically the affection suggested carcinoma 
erysipelatodes, and histology confirmed this diag- 
nosis. The patient subsequently died, but post- 
mortem examination was not permitted. 

Recently my colleague Dr. Warin, of 
Bristol, has observed an exactly similar 
case under the care of Dr. Bruce Perry. 


CASE 4.—The same problem was presented to me 
in a fascinating manner in 1947, when I was asked 
to see a woman aged 65 years under the care 
of a gynecologist for uterine bleeding thought to 
be due to carcinoma. She also had enlargement of 
liver and spleen and signs of involvement of the 
chest. 

Twenty months previously she had developed 
an erythematous lesion, with swelling about the 
left foot, which had gradually extended to involve 
the skin of the whole of the left leg and buttock, 
the flanks, and the lower abdomen and was spread- 
ing on to the right thigh. 


Fig. 5 (Case 4).—Carcinoma erysipelatodes from 
pelvic cancer. 
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Fig. 4 (Case 3).—Carcinoma erysipelatodes from 
carcinoma of bronchus. 


The appearances again suggested carcinoma 
erysipelatodes, and histology confirmed the diag- 
nosis. The patient died in her home four months 
later, and permission for a postmortem examina- 
tion was refused. Before. she died, a mass the 
size of an orange developed rapidly in the right 
breast, with enlarged axillary glands, but the 
primary source of the cancer was not determined. 


Oértel in 1935 described widespread in- 
travascular transportation from a_ pyloric 
cancer through the submucosa of stomach, 
portal system of liver, the pulmonary sys- 
tem, and other organs. Under the term 
lymphangitis carcinomatosis the same type 
of spread through the lungs from cancer 
of stomach has been reported. 

It is interesting that extensive spread in 
this fashion can continue for relatively long 
periods without active metastatic growth by 
penetration of vessels, though this must 
ultimately happen. 


Summary and Discussion 


Secondary carcinoma of the skin of the 
patterns described as erysipelatoid and 
telangiectatic may be consequent upon cancer 
of dermal appendages, as the breast, or of 
visceral cancer. 

The study of the spread of cancer of the 
skin is easier than in other regions of the 
body and is of importance in relation to 
the more general problem. 

The condition is described in relation to 
cancer of the breast, of the lung, and of 
pelvic organs. 


Vol. 77, Feb., 1958 
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Fig. 6 (Case 1).—His- 
tology from carcinoma 
telangiectaticum. 
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The prognosis, which was hopeless in the 
past, may now be to some extent modified 
by the recognition of hormonal dependence 
e | of certain types of cancer, especially of the 
d breast. 
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Fig. 7 (Case 1).—Histology 
from carcinoma _ telangiectati- 
cum. High power magnification. 


Dawson, E. K., and Shaw, J. J. M.: Brit. J. Surg. 
25 :100, 1937. 

Hutchinson, J.: Arch. Surg., London 4:220, 1893. 

Kiittner, H.: Beitr. klin. Chir. 131:1, 1924. 

Muir, R.: Text-Book of Pathology, Ed. 6, revised 
by D. F. Chappell, London, Edward Arnold & 
Co., 1951. 

Oértel, H.: J. Path. & Bact. 40:323, 1935. 

Rasch, C.: Brit. J. Dermat. 43:351, 1931. 

Weber, F. Parkes: Internat. Clin. 3:145, 1935. 


231 








Society Transactions 


LOS ANGELES DERMATOLOGICAL SOCIETY 


Kenneth L. Stout, M.D., President 
Floralou Kettenbach, M.D., Secretary 


April 24, 1957 


Sclerodermoid Syndrome Associated with In- 
ternal Tumor. Presented by Dr. Morton 
MAXWELL (by invitation), Carot LELAND (by 
invitation), and Dr. THomaAs H. STERNBERG. 


A 42-year-old single white male office worker 
has never been able to defecate without the use 
of enemas. He has. had narcolepsy for 20 years. 
Two years ago he began having episodes of colicky 
abdominal pain with distention. One year ago a 
laparotomy was done; no abnormalities were found 
except a spastic segment of colon, which was 
resected. A solitary benign polyp was found in 
this segment. No other polyps were found with a 
subsequent sigmoidoscopy. During the past five 
months he has had swollen ankles. For three 
months he has had periodic edema and flushing of 
the face, abdomen, feet, and back. 

Physical examination: B. P. 168/110. The skin 
of the face and neck presents evidence of atrophy, 
telangiectasia, and mottled pigmentation. There 
is a doughy infiltration of the skin and of the 
head and upper trunk. The skin of the ears is 
hidebound, and the helix is considerably atrophic. 
The heart is enlarged to the left, with the apex 
at the anterior axillary line; there is a Grade 3 
diastolic apical murmur, transmitted to the ster- 
num and to the axilla. Multiple surgical scars are 
present on the abdomen. The upper left quadrant 
of the abdomen is firm to palpation, suggestive of 
a large mass. A firm nodule, 0.5 cm. in diameter, 
was felt in the left lobe of the prostate gland. 
Sigmoidoscopy to 24 cm. showed no tumors, 

Laboratory findings were essentially normal, 
with the exception of blood cholesterol, 473 mg. 
per 100 cc. Twenty-four hour urine: 17-keto- 
steroids (neutral), 1.8 mg. (normal 9 to 22); 17- 
hydroxycorticosteroids, 13.3 mg. (normal 8 to 25). 
Modification of Rettig-Jenkins-Thorn test for 
17-hydroxycorticosteroids: Control 1, 41.9; Con- 
trol 2, 23.2; Control 3, 31.3; after corticotropin 
25.3. These findings are interpreted by the Endo- 
crinology Department as consistent with an 
adrenal cortical tumor. 5-Hydroxy-indole acetic 
acid, 2.0 mg. (normal, less than 16). 
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X-rays: 

Chest film: The heart is enlarged to the left. 
A shadow at the left base suggests an old pul- 
monary infarction. The right diaphragm is high, 

Abdomen: A film of the abdomen has sugges- 
tive evidence of a mass in the left flank, which 
might in part be the left kidney. 

Skull film: Sella turcica is normal. 

Cervical, dorsal, and lumbar spine: Films of the 
cervical, dorsal, and lumbar spine show moderate 
osteoporosis of the entire spine. 

Intravenous pyelogram: A mass is seen near the 
lower pole of the left kidney. 

Gastrointestinal series: Gastrointestinal series 
and small bowel study are essentially negative. 

EKG: “Possible old posterior myocardial infarct, 
and possible left ventricular hypertrophy.” 

Pathology: A biopsy specimen of skin from the 
upper back presents nonspecific epidermal atrophic 
changes and telangiectasis. Biopsy of the trapezius 
muscle was normal. 

Discussion 

Dr. THoMAS H. STERNBERG: Our main interest 
in this case has been the fact that we have been 
seeing an increased number of patients in whom 
there have been skin changes associated with in- 
ternal malignancy. There have been a number in 
the literature and several recent articles associating 
poikilodermic or dermatomyositis-like syndromes 
with bronchogenic carcinoma and carcinoma of 
the head of the pancreas. This patient’s. flushing is 
a fairly prominent syndrome, which, of course, 
doesn’t fit the tentative diagnosis, although the 
thickness of the skin could possibly be compatible 
with the early edematous phase of scleroderma. 
With the flushing and the fact that this man did 
have a bowel resection and was found to have a 
small tumor of the bowel, the possibility arose 
that this might be one of those rare instances of 
carcinoid. This man did not have serotonin in 
the urine which fairly well eliminated that pos- 
sibility, although he does have a tumor in the 


abdomen. This is the interesting feature of the 


case, and the tumor is now being studied. 
Dr. JosAH Brown: I came to the meeting to 
discuss the steroid studies in this patient in terms 
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of the diagnosis of an adrenal cortical tumor or 
hyperplasia of some type. I know nothing more 
of the case than you do except what I read on 
the record here. Let me say this about the steroid 
studies. The finding of 1.8 mg. 17-ketosteroid is 
a very low value, far below anything we see in 
the normal. This suggests that it really is a 
diminution of ketosteroid—the androgen being 
produced by the testes and the adrenals, probably 
half and half. The usual value in the adult is 
15 or 20 mg., half coming from the adrenal and 
half from the testes. This low value suggests that 
one or another of these—testes or adrenal—is being 
suppressed. Then we turn our attention to the 
hydroxycorticosteroids, compound F. With this 
method we usually feel the normal to be from 3 
to 10 mg. per day. Let’s say that the normal is 
up to 10 mg. I think that 31, 28, and 42 mg., 
the values in this case, are very high. Such high 
values suggest malignancy of the adrenal. We 
seldom see them this high even in hyperplasia. 
These laboratory findings together with clinical 
Cushing’s syndrome are very suggestive of adrenal 
overactivity. Then we see that he has been given 
corticotropin, with no response. This suggests an 
adrenal tumor also—an excess of steroids with 
no additional response to corticotropin. I don’t 
think that we could say this for sure, but these 
things together are suggestive of adrenal cortical 
overactivity—possibly a tumor, possibly a malig- 
nancy. I am wondering, knowing nothing of 
dermatology, if this skin lesion is inconsistent 
simply with an excess of adrenal steroid hormone 
production. 


Follicular Lymphoma (Lymphocytoma Cutis; 
Brill-Symmers Disease; Spiegler-Fendt Sar- 
coid) of the Left Facial and Forehead Region, 
with Metastatic Involvement of the Skull and 
Regional Lymph Nodes. Presented by Dr. 
TuHomAs H. STERNBERG and Dr. SHELDON SWIFT 
(by invitation). 

A 45-year-old white housewife complains of 
swelling in the area of the left eyebrow and the 
left side of the face. In March, 1951, the patient 
first reported the presence of a nodule over the 
left eye, which, she believed, was growing. The 
nodule would appear and subsequently disappear. 
The swelling was painless and would appear every 
2 to 3 days and last for 10 to 24 hours. The swell- 
ing in the area of the left eye has at times been 
large enough to almost completely close the eye. 
During the past year the area has gradually be- 
come bluish-red, and the tumor has gradually 
enlarged. More recently lymph nodes have ap- 
peared in the left sidé of the neck. 

Past history: Appendectomy, thyroid and 
gynecologic operations; nervousness since 1950. 

Physical examination: Essentially normal, with 
the exception of the head and neck, where we 


find bluish-red tumescent lesions of the left pre- 
auricular area, left eyebrow area, and ear lobes. 

Radiologic examination: Negative except for 
skull films, which show a lytic lesion of the left 
parietal bone. 


Laboratory examination: Several complete 
laboratory examinations have been consistently 
negative, including urine, peripheral blood studies, 
and bone marrow examinations. Total eosinophil 
count was 162.5. 


Pathology: Two slides are presented, one of a 
specimen recently taken from the skin and one of 
a specimen from a lymph node. The skin biopsy 
is particularly significant because of the presence 
of well-developed germinal follicles, with hyper- 
plastic germinal follicular tissue composed largely 
of lymphoblasts. These follicles also appear in the 
fat surrounding the lymph node biopsy specimen, 
and the lymph node contains many changes also 
of significance. 

Therapy: To date therapy has consisted of one 
short course of Acthar gel, which caused rapid 
weight gain and increase in nervousness. She 
has also received intermittent x-ray therapy to the 
affected area without benefit. 


Discussion 


Dr. NEtson Paut ANpDERSON: I have seen this 
woman several times in the past two and one-half 
years. I have studied the biopsy specimens which 
were made from the tissue removed at that time. 
These were from the left eyebrow region and the 
left side of the neck. These original biopsy speci- 
mens were characterized by tremendous develop- 
ment of lymph follicles, surrounded by a very 
marked inflammatory process. One gained the 
impression that this was a malignancy of the 
reticuloendothelial system, and, for want of a 
better term, I considered it as belonging in the 
Brill-Symmers group. However, up until recently, 
there never has been any lymph node involvement. 
I was inclined to believe that the involvements of 
the ear lobes, the eyebrow, and the neck were not 
metastatic lesions from the original lesion in the 
eyebrow but were independent foci which devel- 
oped. Two or three interesting things have oc- 
curred; one is that in the early stages she used 
to get episodes of tremendous swelling in these 
areas, with marked livid erythema. The second 
thing has been the very severe hemorrhages which 
occurred during biopsy. I think that the patient 
has a very definite but low-grade malignancy. 
One could call it a lymphocytoma cutis if one 
modified it by the term malignant lymphocytoma. 
If one attempts to call this condition Brill-Symmers 
disease, it should be noted that the accepted 
opinion today is that most cases of Brill-Symmers 
disease eventuate in one of the malignant lympho- 
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blastomas and represent a prolonged disorder of 
the reticuloendothelial system in which malignancy 
is present from the beginning but for a long time 
is present in a low degree. Nevertheless, the 
lymph node involvement which is characteristic of 
Brill-Symmers disease is absent in this case, or it 
has been until recently. Secondly, the lesions of 
Brill-Symmers disease are extremely radiosensitive, 
whereas the lesions in this case are extremely 
radioresistant. They have not responded to a 
fairly high dosage of radiation. The patient re- 
mains in remarkably good physical condition, and 
she can even joke about the “hole in her head.” 

Dr. J. WALTER Witson: I think that this case 
presents aspects similar to a case which was pre- 
sented by Herman Allington several years ago. 
In that patient, the tumor itself was not apparent 
during the first few months or years of the ill- 
ness, which began as an acute red erysipelas-like 
swelling which would disappear for a few weeks 
only to return for increasingly long periods. The 
process resulted finally in a chronic blocking of 
the lymphatic channels. Dr. Allington’s patient 
was eventually shown to have a lymphosarcoma. 

Dr. Harry Levitt: I first saw this patient 
about five years ago, and, clinically, she is no worse 
now than she was at that time except for the 
lymphadenopathy in her neck. I think that at that 
time, with biopsies, we felt that this might have 
been a variation of Hand-Schiiler-Christian syn- 
drome. 

Dr. J. WALTER Witson: One more remark—I 
was very impressed by the tremendous involvement 
of the tips of the ears, which are areas unlikely 
to sustain metastases from lesions in the scalp. 

Dr. Motteurus Couperus: I presented a patient 
before the Los Angeles Dermatological Society 
about two and one-half years ago who had a solid 
tumor on the left cheek—a woman about 72 years 
of age. This patient had a typical germinal center 
arrangement of the lymphocytic infiltrate in the 
skin. I believe that the consensus at that time 
was that this patient had Brill-Symmers disease of 
the skin. I think that the membership was divided 
as to whether this was a malignant or non- 
malignant process in my patient. There were 
some who felt that this patient should have a 
resection of the cheek. The patient has received 
a total of 2000 r in divided doses to the tumor 
area, and this has had no effect whatever on the 
tumor, In later biopsies the histologic picture has 
changed. The germinal follicles are not apparent 
any more, but there is a solid lymphocytic infiltrate 
all the way through the cutis down to the fat. 
The tumor has not noticeably enlarged. I feel, 
however, that it has been slowly changing into a 
more malignant form than the Brill-Symmers dis- 
ease, which is, as Dr. Anderson pointed out, radio- 
sensitive. The bleeding from biopsy procedures is 
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a real problem. It is almost impossible to stop the 
bleeding even with a very strong cautery. I believe 
that the patient presented tonight, as well as my 
patient, represents a follicular phase of a malignant 
lymphoma, the malignancy of which varies greatly 
from case to case and probably also with time. 

Dr. THomas H. STERNBERG: These cases are 
always difficult to classify. I think that we could 
assume that this is malignant in view of the recent 
happenings. By recent I don’t mean developments 
in the last month or two but in the last three or 
four years, like the lytic lesion in the skull which 
was not present in previous x-rays. Secondly, 
since these recent biopsies she has developed sev- 
eral new nodes in the cervical chain. Therefore, 
I feel that we must assume that this is a malig- 
nant lymphoma which already is in the process of 
involving other organs and tissues and will prob- 
ably spread more rapidly from here on and may 
terminate as a lymphosarcoma or even a lymphatic 
leukemia. The fact that there are lymph follicles 
and active germinal centers in the skin is unusual 
and is suggestive of the diagnosis. 


Lupoid Sycosis. Presented by Dr. Epwin T. 
Wricut and Dr. MicHaet L. Marte. 


A 44-year-old white man was admitted to Wads- 
worth VA Hospital on Feb. 21, 1957. He com- 
plained of hair loss of the scalp for the past two 
years. Originally he noted scabs in the affected 
areas which he treated with various home rem- 
edies. His family physician and a dermatologist 
treated him with parenteral penicillin, topical anti- 
biotic ointments, x-ray, and light treatments, with 
some benefit. He has had numbness and tingling in 
the lower extremities for the past two years, 
There have been periodic attacks of diarrhea and 
a 20 Ib. weight loss during the past seven months. 

Past history revealed syphilis in 1937, treated 
with arm and hip injections for one year. The 
patient sustained a back injury nine months ago 
and has had intermittent lumbar pain since. 

Physical examination reveals a 44-year-old white 
man with four areas of alopecia on the anterior 
scalp. These areas are 3 to 4 cm. in diameter, 
have elevated erythematous rolled borders and 
some atrophy, and the hair can be easily removed 
from the periphery. 

Laboratory examination: Spinal fluid: WBC 24; 
RBC 208; PMN 8; lymphocytes 16; globulin 
negative; total protein 64 mg. per 100 cc.; cardio- 
lipin (Kolmer) nonreactive; colloidal gold 10/0 s. 
Urinalysis: negative except for 3.5% sugar; no 
acetone. Blood sugars: 237 mg. per 100 cc 
(original) ; 108 mg. per 100 cc. (present). Glucose 
tolerance test shows diabetic curve. Serum choles- 
terol 248 mg. per 100 cc.; total protein 7.2; 
albumin 5.3; globulin 1.9; ratio 28. Five stool 
specimens negative for parasites and ova. X-ray 
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of the skull, negative. X-ray of the chest, nega- 
tive. Fluoroscopy and barium swallow, negative. 
X-ray of lumbar spine shows compression fracture 
L5, possible fracture through the lamina of L5 
on the right. Intravenous pyelogram, negative. 
Barium enema, negative. Proctoscopic examina- 
tion, negative. Cultures taken from affected areas 
of scalp reported Staphylococcus aureus coagulase 
negative. Hair removed from affected area and 
placed on Sabouraud’s medium showed no growth. 
KOH mount and culture of scrapings from the 
scalp were negative for fungi. Microscopic slides 
from biopsy specimens are presented. 

Course in hospital: Patient has been maintained 
on a 2000 calorie diabetic diet and stabilized with 
25 units of lente insulin daily. Neomycin unguen- 
tum was applied t.i.d, and in two weeks the 
follicular pustular lesions disappeared and the 
erythematous border receded. After the diabetes 
had been under control for approximately four 
weeks, it was noted that hair was beginning to 
grow in the affected areas. The patient’s diabetic 
symptoms and diarrhea subsided when adequate 
diabetic management was instituted. 


Discussion 

Dr. MaximitiAN E. OperMAYER: I wonder 
whether the term lupoid sycosis should have been 
chosen. This patient has an early stage of scarring 
alopecia, and he stated that pustules were present 
at the borders fairly recently. Thus, folliculitis 
decalvans is probably the correct designation. It is 
possible that control of his diabetes will result in 
cessation of the active process. 

Dr. Netson Paut ANpeErSON: I agree in gen- 
eral with Dr. Obermayer’s remarks. I don’t see 
how one can make a diagnosis of lupoid sycosis 
on the basis of what we see today either clinically 
or microscopically. First of all, lupoid sycosis is 
extremely rare. Second, it goes on for years and 
years regardless of all types of therapy. This 
man does have a scarring alopecia. I note here 
that it says something about the regrowth of 
hair, but I doubt that hair is going to regrow in 
any of these areas which show the scarring. The 
erythema that is present still indicates, of course, 
considerable activity. I saw no sign in the micro- 
scopic slide of necrobiosis lipoidica diabeticorum, 
which condition could conceivably occur on the 
scalp of a diabetic or prediabetic. I didn’t feel 
that it was lupus erythematosus microscopically at 
least. Microscopically, I was impresséd with the 
very deep inflammatory infiltrate in which there 
are large amounts of pigment. I realize that in 
lupus erythematosus, particularly lupus erythema- 
tosus of the scalp, one may get considerable 
amounts of pigment usually fairly high up in the 
cutis and just beneath the epidermis. I don’t know 
what to call the disorder. I would be rather op- 
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posed to the diagnosis of atypical folliculitis de- 
calvans, but I believe that it belongs in that group 
more than in any other. Yet there is something 
about that deep inflammatory grouped cellular in- 
filtrate with a large amount of pigment which 
doesn’t fit in with any of my ideas as to any of 
the entities that have been named so far. A patho- 
genic organism was not isolated, but apparently 
some pustules were present. 

Dr. J. WALTER Witson: I was in Havana last 
week and saw several cases selected from a group 
of 87 which had been assembled there of a 
staphylococcic folliculitis of such depth as to result 
in scarring alopecia of the arms and legs. This 
is caused by working in the cane fields—sweating 
and contacting the sugar cane. The disorder in 
these men clears up very quickly when antibiotics 
are administered, locally and systemically, and 
they stay well as long as they are away from the 
fields. As soon as they get back to work, it starts 
again. I wonder if there might be a relationship 
between the sucrose contacted externally by those 
patients and the glucose coming from within, as 
with the patient presented here. 

Dr. Louis H. Winer: Clinically, I thought 
that this patient had a sclerosing alopecia due to 
chronic discoid lupus erythematosus or lupoid 
sycosis. On examination of the histologic section 
there was atrophy of the epidermis and an in- 
filtrate pressing up against the epidermis in the 
cutis which was quite suggestive of lupus erythem- 
atosus. Deep in the cutis one can observe clear 
spaces of necrotic tissue. These spaces were most 
suggestive of fatty degeneration of the collagen 
and were surrounded by epithelioid cells very 
suggestive of an xanthoma. In the past month, 
about 1 cm. of long stubby hair has regrown in 
the previously atrophic bald areas. The only thing 
altered in this patient’s regimen was the low carbo- 
hydrate antidiabetic diet for the reduction of blood 
sugar. One, therefore, can assume this to be a 
type of diabetic folliculitis and alopecia of the 
scalp. 

Dr. NorMan E. Levan: In view of the history 
of syphilis in 1937, treated at that time by “hip and 
arm shots,” and in the absence of any history of 


‘an adequate course of penicillin therapy since, I 


feel that the possibility of a tertiary syphilitic 
process must be considered. 

Dr. A. FLETCHER HALL: Referring to Dr. Wil- 
son’s interpretation of what we recently saw in 
Cuba, I have a somewhat different impression. 
These sugar cane workers develop this scarring 
and epilating folliculitis while sweating in the 
fields. It clears up when they are removed from 
that work and go to the hospital. But those sweat- 
ing at the vats in the refineries, who come in con- 
tact with the sugar just as much, do not develop 
this particular folliculitis, It was felt by the 
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Cuban dermatologists that the eruption had to do 
with the local mechanical irritation of the prickles 
that are on the sugar, and that only those who 
handle the cane develop this folliculitis; those 
who handle sugar in some other form, that is 
during or after refining, do not develop it. 


Allergic Nonthrombocytopenic Purpura of the Schonlein 
Type. Presented by Dr. Lovis H. WINER. 

Poikiloderma Atrophieans Vaseulare (Jacobi). Presented 
by Dr. Victor D. Newcomer, Dr. Irwin LinpEN (by 
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Atrophoderma of Pasini. Presented by Dr. Or- 

LANDO CANIZARES. 

A man aged 28, a physician, was first seen in 
Caracas, Venezuela, in consultation with Dr. Fran- 
cisco Scannone, in August, 1956. He had a history 
of repeated attacks of tonsillitis, for which tonsil- 
lectomy was performed in January, 1957. In about 
1950 a slightly brownish-blue patch, which oc- 
casionally produced a sensation of warmth or 
tingling, appeared on the right side of the chest. 
There had been no ingestion of medication. Two 
brothers have diabetes. 

On the left side of the thorax there is an 
elongated, brownish-blue, depressed patch about 5 
cm. long parallel to the ribs. The surface of the 
lesion does not show atrophy. On the back, 
especially on the lumbar region and buttocks, there 
are several small, depressed, bluish-violaceous 
lesions, round or oval, from 3 to 5 cm. in diameter. 
The surface of the lesions is smooth and shows no 
wrinkling, and there is no infiltration. The patches 
show sloping borders. The surrounding skin ap- 
pears normal. 

Serologic tests for syphilis were negative. The 
blood count was within normal limits, the urine 
showed traces of sugar, and the blood sugar was 
120 mg. per 100 cc. 

Three biopsy specimens were examined by Dr. 
Perry Sachs. The first, from the right side of the 
chest, showed the superficial vessels to be dilated 
and to show congestion. About them was a mild 
perivascular infiltration of small round and wander- 
ing connective-tissue cells. There was some in- 
terstitial edema of the upper cutis and mild edema 
of the collagen of the deep cutis. The epidermis 
was uninvolved, with rete pegs intact, and there 
was no fat present. The elastic tissue was not 
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invitation) and Dr. Carot M. LELanp (by invitation), 
Perforation of Nasal Sep and C g Deformity 

of Right Naris—Etiology? Presented by Dr. Epwin T, 

Wricut and Dr. Garrett H. Vance (by tavieaeiess) 


wieti: 








Chronic Lupus Erythematosus with U: I Distrib mn, 
Presented by sa Epwarp L, LapEn. 
Mycosis Fung Pr d by Dr. Epwin T. Wricurt 





and Dr. Hans H. Kouver (by invitation). 

Surgical Abrasion of Large Nevus Pigmentosus et Pilosus, 
Presented by Dr. Paut LEVan. 

Linear Nevi Treated by Surgical Abrasion. Presented by 
Dr. Paut LEVaN. 


significantly involved in the upper cutis but was 
decidedly though irregularly clumped in areas in 
the deep cutis. 

The second biopsy specimen, taken from a de- 
pressed lesion on the back, showed dilated superfi- 
cial vessels with a moderate focal reaction about 
them composed of small round and wandering 
connective tissue cells. Some of these vessels were 
congested and filled with blood elements. There 
was mild interstitial edema of the upper cutis 
and some edema of the deep collagen bundles. The 
epidermis was relatively normal with intact rete 
pegs, and there was a little pigment in the basal- 
cell margin. The sections contained no fat. There 
was slight irregularity of the elastic tissue in the 
upper cutis but irregular clumping in the deep 
cutis. 

The third biopsy specimen, taken from a lesion 
on the left side of the chest, showed findings 
similar to those previously described from the back. 
However, in these sections there tended to be more 
edema, interstitial in the upper cutis and involving 
the collagen in the deep cutis. There was a great 
amount of fat present, and it was uninvolved. The 
elastic tissue changes were not unlike those found 
in the lesion from the back, but there appeared to 
be more clutnping in the upper cutis. 


Discussion 


Dr. Perry Sacus: It was the picture of a simple 
erythema multiforme-like reaction, with no evi- 
dence of scleroderma. The epidermis was relatively 
normal. However, there was irregular clumping in 
the deep cutis, and we felt that something in the 
fat might haye caused it. 

Dr. Witgert SAcHs: Clinically one would 
certainly get the impression of some form of 
atrophoderma, but microscopically we couldn't 
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find it. The pathology certainly rules out morphea 
or scleroderma. 

Dr. Davin Bioom : Scleroderma patches are not 
infrequently depressed as these lesions are; how- 
ever, they are usually larger. It would be helpful 
to know how the lesions in this case looked in their 
early stages. 

Dr. Perry Sacus: If a panniculitis, such as a 
nonsuppurative panniculitis, exists, you can get a 
clinical picture that resembles scleroderma but is 
not that entity. 

Dr. JacK WotF: The shape and contour of the 
lesions, as well as the epidermal changes, are 
surely not those of morphea or scleroderma. What 
we see clinically is actually proven histologically. 
We cannot detect any atrophy but merely retrac- 
tion of the skin. I think that Dr. Rosen has indi- 
cated the proper path for investigation. I believe 
that the cause is deeper, whether produced by a 
previous toxic condition of some kind or a disease 
sui generis. The pathology is deep, and the upper 
aspect is not affected. The only thing we can be 
sure of is that it is not an atrophoderma involving 
the superficial tissues. 

Dr. OrLANDO CANIzARES: This entity has been 
studied carefully by the Argentine dermatologists, 
especially Dr. Pierini and his associates. I have 
the impression from the cases I have followed 
and from what I have read about those reported 
that the lesion is primarily an atrophy. It belongs 
to the group of the anetoderma, but the process is 
deeper. This explains the depressed appearance 
of the lesions with an apparently normal epidermis. 
The relationship between this condition and 
morphea is interesting. I have the impression that 
the sclerodermatous changes reported in some of 
these cases are secondary to the atrophic process. 
I feel that there are enough characteristic points 
about the condition to separate it from morphea 
as an entity, although it may present sclero- 
dermatous changes. I shall take a deep biopsy to 
include the subcutaneous tissue. 

(Note: A biopsy from the lesion on the left side 
of the chest showed the same microscopic findings. 
The fatty tissue was normal.) : 


A Case for Diagnosis (Pemphigus Erythema- 
tosus? Lupus Erytheniatosus Bullous? Ery- 
thema Multiforme Bullosum Due to Aralen?). 
Presented by Dr. AprIAN Bropey. 

A 60-year-old white man is presented with an 
eruption of two years’ duration on the scalp, face, 
neck, and chest. The patient stated that prior to 
the onset of the present illness he had had a full 
head of hair. Over two years ago he first noted 
“pus sores” in the scalp which persisted and spread. 
The eruption was treated elsewhere with salves. 
The hair began to fall about one year ago, and 
when some of the lesions healed there was no re- 


growth of hair. When the patient was first seen 
at New York Polyclinic Medical School and 
Hospital, there was extensive crusting on the scalp 
and outlying follicular pustules. The infection 
cleared under local treatment, leaving atrophic 
skin, Aralen was prescribed, and bullae developed 
in the scalp. These disappeared when the drug 
was discontinued and reappeared when it was 
resumed. Again the Aralen was discontinued, but 
bullous lesions continued to develop in the scalp 
and lately have appeared on the neck, face, and 
upper part of the chest. The bullae are short-lived, 
become resorbed readily, and form a central. crust. 

The scalp shows extensive red, shiny, atrophic 
skin with a few scattered encrusted lesions. On 
the face, neck, and chest are involuting, drying, 
and crusted lesions. 

A biopsy specimen from an atrophic area was 
diagnosed as cicatrizing alopecia, somewhat sug- 
gestive of lupus erythematosus. Biopsy of a bulla 
from the scalp showed a similar picture, with 
subepidermal bulla. 

Serologic tests for syphilis were negative. 
Urinalysis and blood counts were essentially 
normal. 


Discussion 


Dr. JAcK Wo F: From the clinical standpoint | 
would be inclined to agree with the diagnosis of 
pemphigus erythematosus on the basis of the 
lesions, the progress of the disease, and the absence 
of features which are found in lupus erythematosus. 
There are no discoid lesions. The bullous character 
and other features I think fit in very well with 
pemphigus erythematosus. 

Dr: A. C. Creottaro: We have been following 
this case at Polyclinic Hospital, and he has had all 
sorts of studies and been seen by all members of 
the staff. Dr. Michelson saw him last month. We 
are still unable to make a diagnosis. There are rare 
patients who develop bullous lesions after taking 
Aralen. On three occasions this patient developed 
lesions after stopping the drug. He gets very 
flaccid bullous lesions, which are quite large, and 
I have the impression that there is a positive 
Nikolsky sign. The fact that he developed lesions 


‘around the head made us think that perhaps he had 


mild pemphigus vulgaris which is in a quiescent 
stage at present. We will appreciate suggestions, 
from the standpoint of either diagnosis or therapy. 
With the idea that he might have pemphigus, we 
are going to do some further studies, try to pro- 
duce bullae with cantharides, and we shall treat him 
with steroids, 

Dr. Perry SAcHs: We had an opportunity to 
study the slides, and I think there were three 
biopsies. The first was of a specimen from the 
area that has no bullous involvement, and the 
slides do suggest lupus erythematosus in those 
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areas. However, some of the later slides from 
bullous areas definitely indicate a toxic bullous 
lesion such as pemphigus. 

Dr. Wivpert Sacus: Whether you call it 
pemphigus erythematosus, lupus erythematosus with 
bullous lesions, or straight pemphigus makes little 
difference. I think that this patient has that type 
of pemphigus erythematosus which belongs to the 
Senear-Usher concept. I think that Dr. Cipollaro’s 
suggestion of steroid therapy is a good one and 
that the patient will improve. 

Dr. Marvin Bropey (by invitation) : Whenever 
pemphigus erythematosus is discussed, one gets 
various opinions regarding steroid therapy. It 
would seem that very high doses must be used to 
get any response in pemphigus erythematosus, and 
if you use inadequate doses you get into difficulty. 
With moderate doses in psoriasis you end up with 
exfoliative dermatitis. With mild doses in pemphi- 
gus erythematosus there results a condition akin 
to pemphigus vulgaris. This is just a clinical im- 
pression from a small number of cases. 

Dr. Davin Bioom: In my experience, large doses 
of steroids are not required to control pemphigus 
erythematosus—at least no larger than in pemphi- 
gus vulgaris. 
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Lichen Sclerosus et Atrophicus. Presented by 
Dr. Cart W. Laymon and Dr. Cartes J. 
BALOGH. 

A white woman aged 55 years has had an erup- 
tion involving the vulva and perianal region for 
20 years. Examination shows extensive atrophic 
changes involving the vulva and perianal regions. 
The labia minora and clitoris have completely 
disappeared. Microscopic examination shows 
changes which are diagnostic of lichen sclerosus 
et atrophicus. 


Discussion 


Dr. Ernest STRAKOSCH: Has anyone had ex- 
perience with the use of locally injected steroids? 
I have recently used them very successfully in two 
cases. One case required five injections and the 
other one, I believe, six. I have used Hydrocortone 
Acetate (Sharp and Dohme, 25 mg. in each cubic 
centimeter). The injections were given once a 
week, with amazingly gratifying results. 
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Dr. ApriAN Bropey: We have favored a diag- 
nosis of a benign type of pemphigus (as Senear- 
Usher) because of the distribution and because 
certain features suggest lupus erythematosus, 
Whether it is pemphigus vulgaris time alone will 
tell. The man feels well at present, and he has no 
lesions on the mucous membranes. He has not 
been given corticosteroid therapy because he is 
being studied. We believe that he will respond very 
favorably to. this type of treatment. 

Axillary Granuloma. Presented by Dr. Aprian Bropey. 
Pustular Psoriasis. Presented by Dr. Aprian Bropey. 
Nev h dotheli Presented by Dr. Davip BLoom, 
Lupus Erythematosus Bullosus. Presented by Dr. Apriay 

Bropey. 

Chronic Discoid Lupus Eryth Pr 

AprIAN Bropey. 

Aerosclerosis with Raynaud’s Phenomenon. 
Dr. Aprian Bropey. 
Erythema Ind Pr 
A Case for Diagnosis (Eczema? D 

tosa?). Presented by Dr. THomas N. Granam. 

D phytosis-id. Dermatitis Exfoliativa. Presented by 

Dr. THomas N. GRAHAM. 
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Chronic Discoid Lupus Eryth Pr ted by Dr. 
OrLANDO CANIZARES. 
Epidermolysis Bullosa Dystrophica Hereditaria. Presented 


by Dr. Davin Bioom. 


Dr. Cart W. LayMon: The reason for showing 
this patient was the obliteration of the labia majora 
and the clitoris. Many gynecologists would have 
made a diagnosis of kraurosis on this patient and 
would have performed a vulvectomy. This has 
happened many times when it shouldn’t have hap- 
pened. 

Dr. I. Fisher: From the story -of reported 
effectiveness of cortisone, do you feel that there 
is an inflammatory stage of this condition or that 
there might be an optimum phase for the injection 
with cortisone gradually, and at what stage would 
you expect cortisone to be most effective? Would 
it be effective when one has a great deal of 
sclerosis ? 

Dr. Cart W. Laymown: I’ve had no experience 
with the use of topical steroids in lichen sclerosis, 
although I doubt that they would be effective in a 
case of this long duration. It is surprising, how- 
ever, that in a few instances there has been spon- 
taneous healing. 
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Generalized Scleroderma (Acrosclerosis), Cal- 
cinosis Cutis. Presented by Dr. Ropert W. 
GOLTz. 

A 40-year-old married white woman developed 
an ulcer on one finger tip in 1945. The following 
winter, after exposure to cold, blanching of the 
fingers and pain were noted. These symptoms 
grew worse for the next two to three winters but 
have not progressed since that time. Since 1945, 
however, there has been gradually progressive stif- 
fening of the fingers. Firm areas on the fingers, 
periodically extruding calcium, have been present 
since early in the course of her illness. In 1945 
this patient was studied at the Mayo Clinic, where 
sclerosis of the facial skin was pointed out to her. 
Roentgenograms of the esophagus were reported 
to show mild sclerosis, though the patient has noted 
no difficulty in swallowing. The general health has 
remained good, and there has been no weight loss. 
Past treatment has consisted in the administration 
of several vasodilating drugs. She is presently 
taking Priscoline and feels that this may be helpful 
in preventing Raynaud’s symptoms. Physical ex- 
amination shows marked sclerosis of the skin of 
the fingers, with tapering of the digits. There are 
scars at the tips of the fingers, marking old sites 
of ulceration, and numerous areas of calcinosis 
related to the joints of the fingers. There is 
moderate sclerosis of the skin of the face. 
Generalized Scleroderma. Presented by the Der- 

MATOLOGY STAFF OF THE MINNEAPOLIS GENERAL 

HosPITAL. 

A 45-year-old white man was first seen in 
October, 1955, with the chief complaint of aching 
of approximately six months’ duration in the feet 
and legs and stiffness in both hands for two to three 
months. The pain was exaggerated by walking 
severa! blocks, but relief could be obtained by a few 
minutes of rest. Two to three months later he 
floted some stiffness and difficulty in flexing his 
fingers. This was not made worse by exposure to 
cold. The patient had had meningitis at the age of 
1% years and says that he bit off the ends of both 
index fingers at that time. In 1930 several toes 
were frostbitten, and it was necessary to amputate 
the distal phalanx of the left great toe. He has 
aso had a fractured nose. Examination shows 
marked induration of the hands and forearms, The 
hands are cool and moist. There is a dependent 
tubor which blanches upon elevation. Laboratory 
studies, including A/G ratio, calcium, and phos- 
phorus, are within normal limits. Roentgenograms 
of the teeth, esophagus, chest, and smail bones of 
the hands showed no evidence of scleroderma. The 
histologic findings are compatible with the diagnosis 
of scleroderma. The patient is being followed by 
the medicine department and is receiving Meti- 
corten, 5 mg. b. i. d.; Priscoline, 25 mg. q. i. d., 
and physical therapy. 


UMI 


Dr. JOHN RUKAVINA: We'd like to comment on 
our experience in using the new metal binding 
agent that you’ve probably read about in The 
American Journal of Medicine in the treatment 
of these sclerosing diseases. We predicated our 
treatment program on three probably rather shaky 
assumptions. The first was the observations by 
Schroeder that certain of the chronic and morbid 
diseases of civilized man appear to have some 
relation to trace metals. The second was that the 
trace metals are very closely related to the drug 
therapeusis; for example, we reviewed all the 
methods of treating acrosclerosis and found that 
they have as a side-property the ability to bind 
trace metals. Para-aminobenzoic acid, penicillin, 
corticotropin, cortisone, prednisone, cinchonimic 
acid, and Promin are used in treatment of acro- 
sclerosis. Our third observation was based on many 
in vitro experiences dealing with calcium metab- 
olism, indicating that while the bulk of calcium, 
some 1200 gm., is bound as a calcium appetite in 
the skeleton, the connective tissue contains 10 gm. 
of calcium, in bound and unbound forms, as a part 
of the connective tissue compartment. Significantly, 
in the connective tissue this 10 gm., is such that 
it is important in maintaining the physiologic 
continuum of the connective tissue itself. The 
connective tissue contains essentially more bound 
and unbound calcium than is found in the transport 
system of the blood. Using these three observations, 
we then elected to approach this problem with a 
chelator. Chelator is a word derived from the 
Greek word chela, or claw, which means to bind 
metal, and our work is based rather distantly on the 
work of Kline and Harris, who use chelators in 
calcific or calcinotic generalized scleroderma. 

We chose to take three cases of acrosclerosis 
wherein tissue calcium was not visible by stain or 
by x-ray or by any method we could use to 
demonstrate it. One must be careful of literature, 
because a chelating agent is referred to as a calcium 
salt and a sodium salt. The calcium chelator 
contains calcium and therefore is of no use in 
scleroderma, as far as our experience is concerned, 
because the calcium of the chelator is exchanged 
for in vivo calcium that the patient has, coming 
mostly from the appetite lattice. Then we elected 
to use a disodium salt, disodium ethylene tetraacetic 
acid. These three patients were worked up, 
biopsied, and investigated from the biochemical 
point of view. We found a biochemical abnormality 
in acrosclerosis, but I’ll comment on that a little 
later. They were given 3 gm. a day for five days 
and the course lasted three weeks. The drug is 
given intravenously over a four-hour period, and, 
while we did reduce the calcium to 2:2 mg. per 100 
cc., there was no evidence of tetany. These patients 
were able to walk around the hospital and carry 
their bottles. While physiologically they should 
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have had tetany, they never even approached it. 
Interestingly enough, disodium salt generally raises 
the serum ionizable calcium during the course and 
18 hours thereafter. We drew our blood samples 
five minutes after the intravenous injection was 
given and found a definite drop. The changes that 
we found fell in several areas. First, the changes 
in the cutaneous integument were profound; people 
who had not been able to open their mouths or 
smile were able to do so at the end of the experi- 
mental study. We did alter the skin and were able 
to improve it, but we did not correct an irreversible 
process of the hands. The second thing that struck 
us was the complaint that these people had with 
reference to their joints and their frozen muscles. 
These were changed just as effectively, if not more 
effectively, than with the use of steroids. The most 
profound result of the study was that the patients 
felt that something new had happened, and they 
were able to move their bodies and their joints 
without discomfort. The actual measurement of 
range of motion of hands was not particularly pro- 
foundly affected. Also, the vascular response to 
this drug was amazing and has lead off to other 
avenues of research. The results recently corrobo- 
rated at a conference which we attended. Before 
treatment these people could not stand cold, but 
upon exposure to cold after chelation they had no 
pain of any kind. They went through the vascular 
changes as if they had been untreated. Finally, 
the effect on the ulcers was such that all ulcers 
healed in two weeks during the course of therapy. 

Biochemically, the study that we undertook was 
one involving intermediary amino acid metabolism 
and was done with the biochemical division of the 
University of Wisconsin. In the acrosclerotic there 
is, without any question, a marked aberration in 
tryptophan metabolism which differs from any 
pathologic state that has been shown today. Owing 
to an inability to decarboxylate tryptophan, acro- 
sclerotics pile up kynurenine, kynurenic acid, 3- 
hydroxykynurenine, and acetyl kynurenine. More 
significant to us was the fact that the aberration, 
which appears to be related to vitamin Be, can be 
corrected and modified by chelation. As the patient 
got better, ethylenediaminetetraacetic acid (EDTA) 
corrected the abnormality that was present; it 
brought one woman close to normal and then, with 
pyridoxine in pharmacological doses, brought her 
practically to normal. I think that in cases of 
generalized scleroderma or generalized sclerosis 
the drug record is not good. Dr. Killana, of the 
University of Arkansas, has done this part of the 
study using the chelator which we used and has 
found that the response was not the same. 

Dr. R. K, WINKELMAN: I should like to comment 
on the use of disodium Versenate in acrosclerosis. 
We treated one patient with this compound and 
have had as good systematic results with it as 
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with any other agent that I’ve seen. During the 
course of treatment, the patient progressed from 
an inability to sit and stand up to a spontaneous 
ability to do these things. The sclerodactylia which 
she had was irreversible and was not changed. | 
might mention that the changes in trace metals 
which Dr, Rukavina mentioned are of interest to 
us, and we have found low serum magnesium levels 
in these patients. 

Dr. JoHN RvuKAvINA: I’m interested in that 
comment about serum magnesium, because we sus- 
pect that this element might be important in the 
clinical process. 


Syringoma. Presented by the DERMATOLOGY STAFF 
OF THE MINNEAPOLIS GENERAL HospITAL. 


A white woman aged 35 noticed an eruption in 
her axillae and lateral portion of the chest 13 years 
ago. The lesions have been asymptomatic. Ex- 
amination shows multiple, soft brown tumors, 2 to3 
mm, in diameter, in the axillae and lateral part of 
the thorax. The lesions were symmetrically dis- 
tributed. Histologic study shows changes consistent 
with a diagnosis of syringoma. 


Recurrent Ulcerations of the Legs (Case for 
Diagnosis). Presented by Dr. Ropert GOLTz. 


A 44-vear-old white housewife developed an 
eruption on the butterfly area of the face at age 19. 
This was accompanied by swelling and pain of the 
joints of the hands. After biopsy of the skin, a 
diagnosis of lupus erythematosus was made, and 
she was treated with injections of a gold salt. The 
eruption thereafter cleared, but it recurred inter- 
mittently for the next six to seven years. She has 
had no recurrence since age 25. In 1938, when 25 
years of age, she developed symptoms of numbness 
in the fingers and toes after she was exposed to 
cold. In 1941 there appeared the first of a series 
of ulcers on the lower legs. She has had one or 
two of these each year since. The ulcers appear 
suddenly, are intensely painful, and heal very 
slowly. Most of them have been on the right leg. 
In 1945 she had a right lumbar sympathectomy. 
After this, there was prompt healing of the ulcers 
then present on the right leg, but new ones have 
continued to form at the same rate as before and 
they may be more painful than the earlier ones, 
Treatment in recent years has consisted in at- 
tempted grafting of the ulcers and the administra- 
tion of vasodilating drugs. She has been taking 
Dibenzyline since last fall. Present symptoms con- 
sist of numbness in the fingers after exposure to 
cold. The feet are unaffected. Examination shows 
sharply marginated, necrotic ulcers, one on each 
ankle. There are also scars of old lesions. The 
right foot is warmer than the left. General physical 
examination is not remarkable. The blood pressure 
is 110/70; hemoglobin 16.3 gm. per 100 cc., white 
count 10.500, urine normal, plasma proteins normal, 
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Dr. Henry E. MicHetson: I have known this 

patient for a good many years. I saw her as 
a youngster when she had subacute lupus erythem- 
atosus. She went to the Mayo Clinic, and Dr. 
O’Leary at that time predicted direful things for 
her. Later she was seen at the University Health 
Service, and so the background is that of a pro- 
longed process. She now has a syndrome which 
has been documented many times, namely, lupus 
erythematosus on the face with erythema induratum 
lesions on the legs. J think that the first report 
was made by Ehrmann. We all know that patients 
with lupus erythematosus often have chilblain type 
of circulation. This may be functional or it may 
be anatomic. If it becomes anatomic then one may 
discuss the whole group of nodular diseases of the 
lower leg, and the more one studies them the fewer 
cases one is willing to diagnose as erythema in- 
duratum. The question in her case at the moment 
is whether she has systemic lupus erythematosus, 
and I did not note any report on the L. E. phenom- 
enon. 
Dr. Ropert Goitz: The L. E. cell test has not 
been done. I am indebted to Dr. Michelson for 
his discussion of this case. The ulcers develop 
very suddenly, almost overnight. It is as if the 
arterial blood supply is rapidly cut off, and infarc- 
tion occurs. The slow healing also points to 
vascular insufficiency. 

Dr. Ernest StrAkoscH: I wonder whether Dr. 
Goltz is familiar with the work of Gougerot 
(Bull. Soc. franc. dermat. et syph. 39:1192 [July] 
1932) in which he described nodular lesions on the 
legs and separated them from other similar lesions. 
To the best of my recollection one or the other 
of his patients was previously diagnosed as lupus 
erythematodes. He formulated the concept of 
nodular dermal allergid. Dr. Kesten (A. M.A. 
Arcu. DerMat. 72:194, 1955) presented the first 
case, to my knowledge, in American literature. 
Recently a similar case has been described by 
Irgang (A.M.A. Arco. Dermat. 74:595, 1956) 
under the name of allergic cutaneous vasculitis. 
These papers might be of some help to you. 


Porokeratosis (Mibelli). Presented by the Derr- 
MATOLOGY STAFF OF THE MINNEAPOLIS GENERAL 
HospPItAa. 


A white boy aged 15 years first developed an 
eruption on his right thigh at the age of 6 months. 
This started as a small red papule which progressed 
slowly by peripheral extension. Subsequently 
several similar lesions appeared. The eruption 
is asymptomatic. No other members of the family 
are affected. Examination shows grouped, 


erythematosquamous patches on the right thigh. 
Each has a slightly atrophic center bordered by a 
hyperkeratotic ridge. The histologic findings sug- 
gest a diagnosis of porokeratosis (Mibelli). 


Ulerythema Ophryogenes. Presented by the 
DERMATOLOGY STAFF OF THE MINNEAPOLIS 
GENERAL HOospPITAL. 


A white man aged 21 has had a generalized 
erythematous, papular eruption since birth. Ex- 
amination shows a_ generalized, erythematous, 
perifollicular, hyperkeratotic eruption which is 
more pronounced on the extensor areas. The eye- 
brow regions are similarly involved, and there is 
also partial alopecia laterally. Other findings are 
exaggerated epicanthal folds, a systolic murmur 
(present since birth), an, undescended testis on the 
right, webbing of the second and third toes on the 
left, and a scar on the right second toe where a 
hammertoe repair was done. He also has an im- 
paired gait, which is thought to be due to congenital 
cerebral damage. Hematologic studies, urinalysis, 
and roentgenograms are within normal limits. The 
patient scored 77 on the Weschsler adult intelli- 
gence scale. Microscopic findings of a section of 
tissue from the buttock are compatible with the 
diagnosis of keratosis pilaris. A section from the 
eyebrow showed moderate hyperkeratosis and 
atrophic hair follicles, with little else. 


Pachyonychia Congenita. Presented by Dr. Rosert W. 
Gortz and the Starr oF THE UNIVERSITY OF MINNESOTA 
HospitTat. 

Keloids with Radiodermatitis. Presented by the Drrma- 
TOLOGY STAFF OF THE MINNEAPOLIS GENERAL HospiTAL. 

Morphea? Congenital Localized Fat Atrophy? (Case for 


Diagnosis). Presented by Dr. Cart W. Laymon and 
Dr. Cuartes J. BaLocu. 

Chronic Discoid Lupus Erythematosus? Pseudopelade? 
(Case for Diagnosis). Presented by Dr. Cart W. 


Laymon and Dr. Cuartes J. BaLocu. 
Discoid Lupus Erythematosus. Presented by the DerMa- 
TOLOGY STAFF OF THE MINNEAPOLIS GENERAL HospirTAt. 
Erythema Annulare Centrifugum? (Case for Diagnosis). 
Presented by Dr. Cart W. Laymon and Dr. CHARLES 
J. Batocu. 

Dermatitis Herpetiformis in Two Brothers. Presented by 
Dr. Cart W. Laymon and Dr. Cuartes J. BaLocu. 
Primary Syphilis. Presented by the Dermatotocy Starr 

OF THE MINNEAPOLIS GENERAL HospPITAL. 
Seb Ad Presented by the DERMATOLOGY 
STAFF OF THE MINNEAPOLIS GENERAL HosPITAL. 
Osteoma Cutis. Presented by the Drrmatotocy STAFF 
OF THE MINNEAPOLIS GENERAL HospPITAL. 





Facial Granuloma with Eosinophilia. Presented by Dr. 
Cart W. Laymon and Dr. Cuartes J. Batocu. 

Micropapular Tubereulid? Miliary Sarcoid? Lupoid 
Rosacea? (Case for Diagnosis). Presented by Dr. 


Cart W. Laymon and Dr. Cuartes J. BaLocu. 

gr (Mali Type?). Presented by 
the DERMATOLOGY STAFF OF THE MINNEAPOLIS GENERAL 
Hospitat. 
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Panniculitis. Presented by Dr. Lestre P. BARKER. 


A white man aged 59 was perfectly well when 
he developed a deep-seated red nodule on the 
front of the right thigh nine months ago. In 
August a lesion developed in the front of the left 
thigh and another in the posterior part of the right 
thigh. Two weeks ago a new nodule appeared on 
the right forearm. There has been no pain, 
tenderness, or fever. 

Seven months ago the patient was given Aureo- 
mycin three times a day, and this treatment was 
continued for six months. At first there was con- 
siderable improvement, but he noticed that any 
local trauma, such as riding in airplanes or trains, 
caused new lesions to appear over pressure points, 
without preceding infection or illness. 

On the anterior aspect of the right thigh is a 
large, irregular, reddish, subcutaneous, hard infil- 
tration that is apparently in the subcutaneous fat 
and attached to the skin. The lesion measures 
roughly 6 by 8 in. A similar hen’s-egg-sized lesion 
is present on the posterior aspect of the right 
thigh, and two others are seen on the front of the 
left thigh. The new lesion on the right forearm 
is the size of a walnut. 

A blood count and erythrocyte sedimentation rate 
determination two months ago were said to be 
normal. Biopsy from the front of the left thigh 
showed the histology of panniculitis. 

When the patient was first seen eight weeks 
ago all medication was stopped for five weeks, 
and then Aureomycin was administered, 4 capsules 
daily for 10 days. The lesions became less in- 
filtrated with this therapy. There has been no 
medication for the past 10 days. 


Discussion 


Dr. Eucene F. Traus: I would like to know 
whether these lesions appeared spontaneously or 
developed after trauma, such as injection. (An- 
swer: Spontaneously, except that when he rode in 
an airplane or drove a car trauma from the seat 
made the lesions spread.) Is this in any way re- 
lated to the same general process as subcutaneous 
fat necrosis in the newborn, or is it different? 

Dr. GERALD F. Macuacexk: This very fat man 
who has panniculitis should be carefully studied 
for the presence of diabetes and endocrine dis- 
turbance. I was able to collect four cases of pan- 
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niculitis with diabetes and some hyperthyroidism. 
In some, necrosis of the fat was so extreme that 
it broke through and exuded necrotic material. 
I presented before this society two cases in in- 
fants of diabetic mothers. In going over the cases 
at Presbyterian Hospital I collected 15 which I 
thought were spontaneous and nontraumatic, and 
4 were associated with diabetes. I was unfortu- 
nately unable to study the lipase, which I think is 
important. One of the patients had pancreatic 
carcinoma and developed nodules at the site of 
metastasis; in other words, the lipase of the tumor 
would have an effect, which I thought rather im- 
portant and deserving of study. It is peculiar that 
this insult should occur in the adipose tissue. It 
is understandable from the anatomy of. the fat, 
because if you occlude the vessels you can get 
necrosis, as with an infarct. The adipose tissue 
is one of the immunologic tissues, too, and so 
that may play a part. 

Dr. Frank E. Cormia: It has been reported, 
and Dr: Andrews has mentioned in his textbook, 
that 15% or 20% of these patients do not develop 
fever. It seems to be associated with the severity 
of the disease and occurred in my case during 
the height of the inflammatory reaction. In re- 
ported cases, when involution was induced by 
x-ray therapy the fever subsided. There are sev- 
eral types of panniculitis: that associated with 
injections of various materials including insulin 
and oils; that occurring around infectious foci or 
sites of malignancy, either primary or metastatic; 
that associated with trauma; and the type resemb- 
ling erythema induratum and described recently 
by the Mayo group. Finally there is the spon- 
taneous or idiopathic variety exemplified by the 
Weber-Christian syndrome. Unfortunately, in my 
case biopsy was from a late lesion; biopsy of an 
early lesion (12 hours) shows only polymorpho- 
nuclear infiltration. Pathologic changes in the 
blood vessels do occur but are not constant and 
appear to be secondary. The cause of the initial 
leukocytic infiltration is unknown. Possibly lipase 
in the leukocytes breaks down fat and initiates a 
secondary reactive inflammation, with granuloma- 
tous changes plus or minus liponecrosis. Treat- 
ment has been unsatisfactory; steroids may control 
the fever but are not curative. Removal of foci of 
infection, which have been incriminated in causa- 
tion, is usually ineffective. The relationship to sen- 
sitivity to iodides and bromides is ambiguous. 
Antibiotics have failed completely. Patients have 
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been reported to improve during a course of anti- 
biotics, but I believe that the improvement has 
been spontaneous. However, in Arnold’s case sul- 
fonamides were of value. In a few cases x-ray 
therapy has helped. 

Dr. Georce C. ANprews: I remember Dr. 
Machacek’s work well. In some of the cases at 
least the breaking down of fat is the thing that 
brings the leukocytes there. Didn’t some of the 
patients have glomerulonephritis ? 

Dr. Geratp F. Macuacex: I don’t remember 
that. The most extensive case, of long duration, 
cleared up spontaneously. I kept in touch with 
the patient for several years. She had fully re- 
covered as far as the skin was concerned, but, of 
course, the diabetes remained. 


Dr. Franx E. Cormia: There is no conclusive 
evidence that nephritis is part of the Weber- 
Christian syndrome. Of three deaths which 
occurred primarily from this disorder, one was as- 
sociated with pulmonary fat emboli and pneumonia ; 
one with widespread fat necrosis of the thorax 
and abdomen, suppurations, and thrombosis of the 
vena cava; and the third with extensive fat ne- 
crosis around various organs and fatty changes in 
the liver. Fatty and fibrotic changes in the liver 
were noted in four patients. In 10 other cases, 
death was thought to be due to other causes, in- 
cluding tuberculosis, Hodgkin’s disease, septicemia, 
glomerulonephritis, and adrenal cortical degenera- 
tion. 

Dr. Wizpert Sacus: I don’t particularly like 
the name; I would rather call it Weber-Christian’s 
syndrome than febrile, recurrent, nonsuppurative 
panniculitis. There is no necrosis here, and as far 
as I know the causation is entirely unknown. I 
cannot go along with Dr. Cormia’s description of 
the pathology. It is not rare to get these cases 
in our laboratory, although we do not see them 
every day. I think that it is an entity in which 
there is a group of conditions—diffuse, recurrent 
lesions that start deep. I don’t think that it is a 
vascular process; I know that it is not an infec- 
tion; there is little or no necrosis, and when there 
is, it is accidental and caused by mechanical re- 
sponse. 

Dr. Geratp F. MacuHacek: You get necrosis 
of coelomic fat and fat emboli. In a number of 
the cases that died there seemed to be a pan- 
creatitis, and some of them had gallstones, so it is 
possible that when they had their pancreatitis they 
may have had an essential diabetes. I agree with 
Dr. Sachs that we can’t put our finger on a single 
cause. The point has been brought out tonight 
that these patients don’t have to have fever, and 
that is a good point. It depends upon the necrosis, 
and if it is extensive enough, as with hematoma, 
you can have a fever. 


Generalized Granuloma Annulare. Presented by 

Dr. J. Lowry MILter. 

A woman aged 61 was in excellent health until 
the early part of 1956, when she noted the gradual 
onset of erythematous, annular lesions on the 
inner aspects of the thighs. The lesions were not 
pruritic but were slightly tender. The eruption 
gradually progressed and involved the upper ex- 
tremities. The patient denies the ingestion or local 
application of any medicaments before the onset of 
the eruption. She has had a chronic eruption of 
the palms and soles which has been treated at 
various times throughout the years as dermato- 
phytosis. A total of 250 r of unfiltered roentgen 
rays has been given to the palms and soles. Her 
general health has been excellent. She is naturally 
“nervous” but had experienced no_ particular 
psychic trauma prior to the onset of the eruption. 

The inner aspects of the thighs and arms reveal 
erythematous annular slightly infiltrated lesions 
with slight tendency toward central clearing. The 
border is slightly more infiltrated than the central 
areas. The lesions vary from 0.5 to 1.0 cm. in 
diameter. On the volar aspects of the wrists and 
the extensor surfaces of the forearms are firm 
papules approximately 5 mm. in diameter, varying 
from faint pink to yellowish brown. There is slight 
scaliness and fissuring of the palms. The oral 
mucosa and scalp are normal. 


A complete blood count, urinalysis, and serologic 
test for syphilis were negative. A roentgenogram 
of the chest was normal except for slight cardio- 
megaly. The Kveim test, using DM-1 testing 
material, was negative. The serum cholesterol was 
258 mig. per 100 cc. Tests with old tuberculin in 
dilutions of 1:10,000 and 1:1000 were negative. 

A biopsy specimen from the upper arm revealed 
slight hyperkeratosis and small areas in the cutis 
which were surrounded by a mild granulomatous 
and chronic inflammatory reaction. These sug- 
gested a diagnosis of granuloma annulare. 

The patient has received: weekly intradermal 
injections of Meticortelone suspension (25 mg. 
per cubic centimeter) with disappearance of in- 
jected lesions, but they tend to recur several weeks 
later. 


Discussion 


Dr. Geratp F. Macwacek: It is a fascinating 
case. I stated no conclusions categorically, but 
merely reported that there was’ a granulomatosis 
which might be granuloma annulare. I agree that 
it is some form of granuloma, but I don’t know 
whether it is granuloma annulare in the sense that 
we understand it. Is it some form of granuloma- 
tosis disciformis? 

Dr. Cart T. Netson: I would have great dif- 
ficulty this afternoon in making a diagnosis of 
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granuloma annulare, a condition for which I have 
no therapeutic suggestions. 

Dr. Lestre P. Barker: Regardless of the 
biopsy report, I believe that this belongs in the 
annulare erythema group. I would suggest a 
course of steroid therapy. 

Dr. Wivsert SAcHs: I couldn’t possibly make 
a diagnosis of granuloma annulare tonight, but 
there is one thing in favor of the pathology. It is 
not uncommon for us to get a specimen taken from 
around the elbow and diagnosed as granuloma an- 
nulare. We have diagnosed such cases as neuro- 
dermatitic process. 

Dr. Georce M. Lewis: In a similar case mul- 
tiple biopsies showed granuloma annulare, and I 
agree with the diagnosis as presented. Bismuth 
injections gave the best results in my patient, and 
I would suggest that treatment in this case. 

Dr. ANtHoNy N. Domonkos (by invitation) : 
Several patients with lesions similar to these have 
been presented as granulomatosis disciformis. I 
don’t know whether that could be considered in 
this case. 

Dr. Eucene F. Traus: I agree with those who 
find it difficult to diagnose the case clinically as 
granuloma annulare, but in generalized cases of 
that disease there may for a long time be simply 
papular lesions that become confluent. This pa- 
tient could fit into that category rather than the 
type we usually see. I had a case diagnosed by 
biopsy which responded quickly to bismuth. 

Dr. Jon McCartuy (by invitation) : This pa- 
tient has been presented at staff conferences of 
the Vanderbilt Clinic and at Lenox Hill Hospital, 
and there has never been any serious question as 
to the diagnosis. Her course has been quite vari- 
able. At times lesions are quite typical, while at 
other times the eruption is rather nondescript. 
This has made it difficult to evaluate the therapy. 
We inject a total of 1 cc. of Meticortelone in 
various areas, and there is a dramatic response in 
a matter of a few days. The lesions recur, how- 
ever. Some of the injected areas have shown def- 
inite subcutaneous atrophy of fat. Where there 
were elevated lesions a depression and loss of 
tissue would result. This has been noted in other 
patients, so it may be worth keeping in mind if 
one is using Meticortelofe in a cosmetically im- 
portant area, such as the face. 

Dr. Eucene F. Traus: That was one of the 
points I wanted to bring up. At the site of injec- 
tions there were yellowish nodules, and the woman 
was insistent that they marked the site of injec- 
tions. I think that because of the change in color 
and the atrophy, it might be very instructive if 
Dr. Miller could get a biopsy specimen there to 
show what is taking place. 

Dr. Georce C. ANpREWs: That so-called atrophy 
is really a depression due to inhibition of con- 
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nective tissue. It is temporary and will disappear in 
two or three months. 

Dr. Leste P. Barker: This type of depression 
in the skin is rather common after the subcutaneous 
injection of Meticortelone. In my experience it 
does not always disappear. I don’t think that it 
is advisable to use more than 0.25 cc. of -Meticor- 
telone for each injection, and one should be care- 
ful that all the drug is injected into the lesion and 
not subcutaneously. 

Dr. Jonn McCartuy (by invitation): As a 
matter of fact, Meticortelone can remain in a 
given area and has been recovered many months 
later. 


A Case for Diagnosis (Lymphoma?). Presented 
by Dr. J. Lowry MILter. 

An aviation mechanic aged 47 complained of 
ulcerative granulomatous lesions on the face, left 
leg, oropharynx, and the vocal cords. The erup- 
tion had begun six years previously, with an 
ulcerative lesion on the right check which healed 
after three years while the patient was taking 
penicillin injections for a vesiculopustular eruption 
on the face. Three months after the penicillin was 
discontinued, new red nodular lesions appeared on 
his face, and others have appeared on the left leg 
during the past year. He consulted a dermatolo- 
gist, who performed extensive laboratory studies, 
including biopsy. Dr. Wilbert Sachs suggested 
lupus vulgaris or tuberculosis cutis as the more 
probable histologic diagnosis. For that reason the 
patient was given isoniazid, p-aminosalicylic acid, 
and streptomycin, which he took until February, 
1957, with no favorable result. 

Examination shows a_ well-nourished, hoarse 
man with deep, red, granulomatous, ulcerative 
nodules on the right side of the face, the left 
cheek, and under the jaw. The lesions vary from 
3 mm. to 1 cm. in size, and the majority are dis- 
crete. A depressed scar on the right side of the 
nose marks the site of a healed lesion. The left 
leg presents many similar but somewhat smaller 
lesions. The oropharynx, including the soft palate, 
tonsillar pillars, epiglottis, and vocal cords, is in- 
volved in a diffuse nonulcerated granulomatous 
process. 

The tuberculin test was negative in a dilution 
of 1:1000 in April, 1956, but was positive to the 
same dilution in August. Numerous mycologic 
studies of aspirated and biopsy material were 
negative. Sporotrichin, coccidioidin, blastomycin, 
histoplasmin, and Kveim tests were all negative. 
Roentgenograms of the chest in April and August, 
1956, both showed minimal diffuse nonspecific pul- 
monary fibrosis. No acid-fast bacilli were found 
either in biopsy or smear material.- The erythro- 
cyte sedimentation rate was 3 mm. in one hour. 
The L. E. preparation was negative, and the blood 
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count was normal. The serum electrophoresis was 
normal, The guaiac test of the stool was nega- 
tive. 

Examination of biopsies from the epiglottis, 
tonsillar pillar, and skin of the leg were all re- 
ported as chronic granuloma of the tuberculous 
type. Review of these slides subsequently by two 
pathologists has questioned the tuberculous eti- 
ology and suggested an indeterminate generalized 
lymphoma. 


Discussion 


Dr. Georce C. ANDREws: One has to think of 
lymphoma, of course, but since the patient has 
had the eruption for a long time and there has been 
considerable scarring of the palate, one has 
to think of American leishmaniasis. I would like 
to know whether the man has been out of the 
country or in the tropics. Malignant granuloma 
of the midface usually starts in the nose but may 
start in the throat and be associated with lesions 
on the legs, as may periarteritis nodosa. 

Dr. OrLANDO CaNniIzARES: I agree with Dr. 
Andrews. If the patient were presented in South 
America, the first diagnosis would be American 
leishmaniasis. I don’t think that he has visited the 
tropics, so we can rule that out. Fatal granulo- 
matosis of the face I think was described by Pardo 
Castello, I have followed one case for a long time. 
They turn out to be lymphoblastomas. Pedro 
Weiss of Lima has reported four similar instances, 
$0 we are not too far off in considering those two 
diseases in this case. 

Dr. WicBertT SACHS: From the slide I saw 
tonight I thought it was a typical lymphoblastoma 
and even considered a blood-dyscrasia type of leu- 
kemia. It is my impression that one never gets 
tuberculosis of the throat and tongue unless the 
lungs or larynx are also involved, so I think that 
those lesions would be against a diagnosis of 
tuberculosis. This pathology is entirely cellular, 
which is against the diagnosis of any real granu- 
loma. From the microscopic point of view, the 
best I could say would be a lymphoblastoma. 

Dr. Evcene F. Traus: You all probably re- 
member my patient, the patient whom I presented 
many times and followed for a great many years. 
When I looked in this man’s mouth, I was re- 
minded of my patient, and the body lesions also 
teminded me of that case. He was followed for 
many years before the picture of a true lympho- 
blastoma or, leukemia cutis, developed, and even 
after that the lesions would come and disappear. 
I certainly agree with the diagnosis of lympho- 
blastoma in this case. 

Dr. GerALp F, Macuacexk: I was interested in 
this case because of the diagnosis of tuberculosis 
and the long exhibition of the antituberculosis 
drugs. Seeing the obvious scarring, I reviewed the 


UMI 


slide diagnosed as tuberculosis and couldn’t go along 
with that diagnosis. The picture we have is, as 
Dr. Sachs said, cells of one variety—small round 
cells, lymphocytes. Morphologically it is lympho- 
sarcoma or leukemia cutis. The several biopsies 
we have are not representative of any kind of 
granuloma but a pure infiltration of a monotonous 
variety of cells, and I think one has to make a 
pathologic diagnosis of lymphoblastoma. 

Dr. Cart T. Netson: If the histologic picture 
is as clear as Dr. Machacek and Dr. Sachs say, 
and the clinical picture is as clear as Dr. Traub 
says, then I have learned something this afternoon. 

Dr. Witpert SacHs: We now have had five 
or six patients diagnosed at some time as having 
some form of lupus vulgaris and the next time 
as mycosis fungoides. The patients eventually die, 
and they probably have some form of lympho- 
blastoma. These cases give a microscopic picture 
of lupus vulgaris or mycosis fungoides at different 
times, 


A Case for Diagnosis: Nummular Eczema? 
Presented by Dr. J. Lowry MILer. 


A man aged 48 was first seen March 14, 1957, 
complaining of numerous dime-sized, eczematized 
patches which had been present for some six 
months on the extremities. He had been treated by 
Dr. Medd Henington in New Orleans for an ery- 
thematous eruption which appeared on his cheeks, 
temples, and backs of the hands, for the past two 
years. Biopsy from the face had been diagnosed 
as the type of solar dermatitis described by Lamb 
(A. M.A. ArcH. Dermat. 75:171 [Feb.] 1957). 
He was treated with APA tablets, which contain 
Aralen, Plaquenil, and Atabrine, from January to 
March, 1957. No lesions referable to this condition 
were seen on his first examination here. He has 
received various local remedies for the nummular 
lesions on the extremities, with little favorable 
result. 

There are dime- to quarter-sized erythematous 
lesions with slightly scaly borders and some cen- 
tral pigmentation scattered symmetrically over the 
buttocks, thighs, arms, and legs. On the backs of 
both hands there are silver-dollar-sized similar 
lesions. Urinalysis and complete blood count are 
normal. The L. E. preparation is negative. The 
erythrocyte sedimentation rate and blood sugar 
were within normal limits. Electrophoretic analysis 
of serum proteins was normal, as were the studies 
of the lipoproteins. A biopsy of a lesion from the 
shoulder has not yet been reported. The patient 
is receiving no oral medication at present. 


Discussion 
Dr. Frank E. Cormia: I think we all agree 


that, while the man may originally have had some 
light sensitivity reaction, the wide dissemination of 
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the lesions would certainly rule out primary light 
sensitivity on the present body lesions. I don’t 
know what he has. The chronicity, the yellowish 
tinge to the lesions, and the somewhat superficial 
distribution like that of pityriasis rosea, suggest 
the possibility of one of the chronic types of 
parapsoriasis, such as the one described by Crocker. 

Dr. Georce C, ANprews: I thought that he had 
nummular eczema until I saw the buttocks, where 
there is a bizarre ring of lesions that looks like 
mycosis fungoides. It is unusual for nummular 
eczema to be seen on the face. 

Dr. OrLtANnpdo CANIZARES: Some of the lesions 
could fit into the diagnosis of parapsoriasis, but 
those on the buttock seem to be a little elevated 
and suggest mycosis fungoides. This latter diag- 
nosis should be carefully considered. 

Dr. Lestie P. Barker: If drugs can be elimi- 
nated as a cause, I would consider mycosis fun- 
goides as the most likely diagnosis. 

Dr. Georce M. Lewis: I would suggest the 
possibility of a drug eruption, perhaps from anti- 
malarial drugs, although the time relationship 
would scarcely fit that possibility. The nonspecific 
appearance of these lesions brings a drug eruption 
into suspicion. 

Dr. AntHoNy N. Domonxos (by invitation) : 
I agree with what Dr. Andrews had to say but 
would also suggest investigation not only of anti- 
malarial drugs but of the possibility of bromide 
ingestion. Bromides can be taken without being 
mentioned as medication. 

Dr. Eucene F. Traus: The lesions certainly 
suggest nummular eczema, but I believe that is 
often a type of eruption that is premycotic. As 
was pointed out, there are semicircular lesions on 
the buttocks, and one can certainly read infiltra- 
tion into these. As was said, nummular eczema 
is never seen on the face, so there may have been 
a sun sensitivity which has disappeared. Also, 
there is the question of drug sensitivity, as Dr. 


PHILADELPHIA DERMATOLOGICAL SOCIETY 
James M. Flood, M.D., Secretary and Acting Chairman 
April 26, 1957 


Adrenocortical Hyperplasia, Selective; Hirsut- 
ism. Presented by Dr. Witt1AmM H. PERLoFF 
(by invitation). 

A white woman aged 22 has presented increasing 
generalized hirsutism since puberty. Her general 
appearance, medical examination, and dermato- 
logical examination were normal. The menses 
were regular. 
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Lewis said, and I thought of the tranquilizers 
I would say that the eruption was_ clinically 
nummular eczema, with a possibility of premycotic 
disease or of dermatitis medicamentosa from one 
of the drugs he has  taken—especially _ the 
tranquilizers. 

Dr. GeraLp F. MacHacex: There is much to 
be said on all sides. I thought of parapsoriasis, 
I felt that the lesion on the right shoulder was 
infiltrated, and looking at another lesion I thought 
of mycosis fungoides, I thought nummular eczema 
was apt to be a little vesicular rather than flat 
plaques. 

Dr. Wivpert SAcHS: Dr. Machacek brought 
up the point of vesiculation. I think that parap- 
soriasis probably could be excluded. 

Dr. Cart T. Netson: I suggest that all medi- 
cation be stopped and a biopsy performed. 

Dr. AntHoNy C. CrpoLtiaro: My first thought 
was drug eruption, then mycosis fungoides. | 
didn’t seriously consider parapsoriasis, nummular 
eczema, or sun sensitivity. 

Dr. J. Lowry Miter: This man sees many 
doctors and probably has a supply of medications. 
From the beginning we have considered mycosis 
fungoides or some form of lymphoblastoma. Ap- 
parently the eruption on the face was very sugges- 
tive of a sun sensitivity, with biopsy confirmation, 
In answer to Dr. Lewis, I think that anti- 
malarial drugs as the cause of the eruption can be 
excluded, as this was present before he took them. 
He has used tranquilizing drugs but evades an- 
swering when we ask which one. 


Weber-Christian Disease. Presented by Dr. Frank E. 
CorMIA, 
A Case for Diagnosis (Necrotic Ulcerations). Presented 


by Dr. Cart T. NEtson. 

Pyoderma of the Legs. Presented by Dr. J. Lowny 
MILLER. 

Erythema Multiforme 
J. Lowry MI ter. 

Exudative Discoid and Lichenoid Chronic 
Presented by Dr. J. Lowry MILLER. 


Pemphigoides. Presented by Dr 


Dermatosis. 


The patient was treated with prednisone, 5 to 
10 mg. a day, with improvement. 


Adrenocortical Hyperplasia, Selective; Hirsut- 
ism. Presented by Dr. Witit1AmM H. PERLOFF 
(by invitation). 

A white woman aged 18 has presented general- 
ized hirsutism, mostly facial, increasing since 
puberty. 
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SOCIETY TRANSACTIONS 


The patient has been treated with prednisone, 
10 mg. each day since Feb. 18, 1957. There is 
improvement. 


Adrenocortical Hyperplasia, Selective; Poly- 
cystic Ovaries; Hirsutism. Presented by Dr. 
WittiAM H, Pertorr (by invitation). 

A white woman aged 31 has had increasing hir- 
sutism since puberty. Her menses were irregular. 

Medical examination was normal except for en- 
larged cystic ovaries. 

The patient was treated with prednisone, 7.5 to 

15 mg. a day. The menses now are regular and 

there is improvement. 


Adrenocortical Hyperplasia, Selective; Hirsut- 
ism. Presented by Dr. WrtttAm H. PERLoFF 
(by invitation). 

A white woman aged 47 had facial hirsutism 
requiring daily shaving for four years. She is 
mildly obese and presents profuse generalized 
facial hair growth. 

Medical 
180/92. 

The patient has been treated with prednisone, 
10 mg. a day, since Feb. 21, 1957. She has been 
taking Proloid, 3 grains (0.2 gm.) a day, for 
many years. Marked improvement is seen in 
hirsutism. 


examination showed blood pressure 


Discussion 


Dr. WiLL1AM H. Pertorr (by invitation): For 
a long time we have been interested in the problem 
of hirsutism. Those of us who have had experience 
with it know that some of the patients have 
elevated urinary 17-ketosteroids, but those, I think, 
are the rarer ones. By and large, patients show 
17-ketosteroid levels within the normal range of 
7.5 to 15 mg. or occasionally as high as 20 mg. 
Some of these patients have menstrual irregulari- 
ties, some have perfectly normal menses. 

We, investigating something else here in the 
Endocrine Laboratory at Temple, began to frac- 
tionate the 17-ketosteroids into their constituent 
components by means of paper chromatography 
and found that in hirsute patients, whether the 
total neutral 17-ketosteroids were normal or ele- 
vated, the CiO2 fraction (that stemming from 
strong androgenic precursors), in contrast to the 
CwOs fraction (which derives from weak andro- 
genic precursors), was consistently elevated in 
these patients. We have now between 25 and 30 
patients who have been studied in this fashion 
before and after prednisone therapy. Prednisone 
causes a fall to normal levels of the CisOe fraction. 

Case 15 (the first case presented above) is a 
patient who had had some electrolysis of the face, 
but who showed continued regrowth. We treated 
her with prednisone for six months, and she has 


UMI 


now been off treatment for eight months. There 
has been no regrowth, and 17-ketosteroids are now 
normal, 

The second patient, Case 16, has been under 
treatment for only two months, and I showed her 
for two reasons: first, to demonstrate the good 
cosmetic result that you can get immediately with 
wax depilation, and second, because the quantity 
of hair on her face this morning when we de- 
pilated her was approximately one-third of that 
you saw in the photograph she had with her. 


Patient 17 and Patient 18 (the third and fourth 
patients described) represent our worst result and 
our best result, respectively. 

Patient 18, the wife of a physician, shaved daily 
for many years. She had wax depilation at a 
beauty parlor every two weeks, and the hair re- 
turned consistently. She has been under treatment 
with prednisone for two months and has not been 
depilated for two weeks. I believe that you will 
agree that she has relatively little hair left on her 
face. In contrast, the other patient (Patient 17) 
has been under treatment for eight months. This 
woman has coarse black hair, and it appears that 
with such patients results are slower. She had 
perhaps five times as much hair on her face 
originally as she does now. I think we shall have 
to use the electric needle shortly because, though 
we believe we can get rid of the hair, we do not 
like to use prednisone for more than six months. 

Of course, this work is new. Hirsutism may be 
congenital and familial, but this does not mean that 
it is normal. We think that it is a manifestation 
of a specific adrenocortical hyperplasia which 
should be corrected medically, if possible, because 
of the associated abnormalities which are seen, 
such as those in the ovaries. 


Erythema Multiforme. Presented by Dr. ADoLPH 

H. Brerer, Chester, Pa. 

A negro girl aged one year, presented gyrate, 
circinate, and circular lesions from 1 to 4 cm. in 
diameter, scattered over the face, neck, chest, back, 
abdomen, arms, and legs. The periphery of some 
of the lesions consisted of individually separated 
large vesicles with a turbid serous content. Some 
of them showed a bulla in the center; in others, 
the center was clearing, giving the lesions a char- 
acteristic “iris” appearance. On the face, many 
of the lesions had dried and were apparently heal- 
ing with depigmentation. On the buttocks some of 
the lesions were denuded. Three weeks ago, about 
one week after the child supposedly had chicken- 
pox, the mother noticed a “water blister” on the 
child’s face. Within the next few days eruptions 
appeared on almost the entire body. The eruption 
is very pruritic. The child is not acting sick and 
has no fever, only a mild cough. There is no his- 
tory of drug ingestion. 
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Figure 1 


On medical examination the child appeared pale, 
and there was a diffuse bronchitis over both lungs. 

A complete blood count revealed 3,270,000 
erythrocytes, 12,650 leukocytes, 47% (7.2 gm.) 
hemoglobin, 79% polymorphonuclear leukocytes, 
11% lymphocytes, 3% eosinophils, 2% monocytes, 
and 5% transitionals. The vesicle fluid yielded 
10 eosinophils per 100 cells. 

The patient has had no treatment other than 
Chlor-Trimeton for the intense pruritus, with good 
response. 


Discussion 


Dr. BertRAM SHAFFER: I should like to suggest 
that this case may turn out to be dermatitis 
herpetiformis. Dermatitis herpetiformis in chil- 
dren is atypical, primarily a bullous eruption, 
asymptomatic, and frequently looks like erythema 
multiforme. Only time will tell whether this is 
erythema multiforme or dermatitis herpetiformis. 

Dr. Joun P. Scutty, Reading, Pa.: Has the 
child had much aspirin or other antipyretic drugs 
for the chickenpox? 

Dr. AporPH H. Bieter, Chester, Pa.: I was not 
able to ascertain whether or not the child had 
really had chickenpox. We have not had time to 
study the case completely, since she was seen for 
the first time yesterday. Smears from the blisters 
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° Figure 2 


and virus studies from the blister content and the 
serum disclosed no evidence of any previous or 
present virus infection, which disproves _ the 
chickenpox history. 


Leloir’s Erythematoid Lupus Vulgaris. Pre- 
sented by Dr. Meyer L. NIEDELMAN and (by 
invitation) Dr. AMIR MEHREGAN. 

A white woman aged 63 presented numerous 
circumscribed discrete round and irregular flat 
lesions with atrophic centers. Several of the areas 
have raised scaling borders. Under diascopic ex- 
amination several of the lesions show apple jelly 
nodules. The striking thing about the lesions is 
their copper color. They resemble lupus erythema- 
tosus in some respects. The condition began nine 
years ago with an area on the forehead and spread 
to the temporal areas, nose, lips, and chin. They 
are sensitive to sunlight. 

The patient had a thyroidectomy 32 years ago 
and a gastrectomy 30 years ago. Physical exami- 
nation was negative. 

Roentgenograms of the lungs were negative. 
The serologic tests for syphilis were nonreactive. 
Blood chemistry was negative. A blood count 
showed’ 11.8 gm. hemoglobin, 3,840,000 erythro- 
cytes, and 6700 leukocytes. Urinalysis was nega- 
tive. 
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SOCIETY TRANSACTIONS 


The report on the biopsy was as follows: 
“Within the upper cutis were many discrete masses 
of tubercles and epithelioid cells containing a 
moderate amount of giant cells. There was some 
edema in the upper cutis. The epidermis was thin 
and flattened. Note: This is some form of 
tuberculous process and am inclined to feel it is 
lupus vulgaris and would consider the possibility 
of lupus vulgaris erythematoides.” 


Discussion 


The patient has been treated with Aralen, Ata- 
brine, isoniazid, p-aminosalicylic acid, and calciferol 
all in effective doses, without benefit. 

Dr. STEPHEN T. WHELAN: Do you think the 
lack of response to the treatment unusual? Would 
you not expect a better response? 

Dr. Meyer L. NrepetMAN: No. On examina- 
tion of the slide, one finds a great deal of fibrosis, 
and possibly this may account for the lack of 
response to treatment. From the sparse reports 
in the literature, treatment has been disappointing. 

Dr. JoHN E. German, Reading, Pa.: The 
British maintain that the dose of isoniazid must 
be up to 500 or 600 mg. a day and must be con- 
tinued for as long as 12 to 18 months, and they 
stress particularly that after the lesions disappear 
the medication must be continued for three months 
or there will be recurrence. They seem to have 
had much more experience with lupus vulgaris 
than we have had in this country. 

Dr. THOMAN BurtrerwortH, Reading, Pa.: 
Some years ago, before the days of chemotherapy, 
we used to subject patches of lupus vulgaris to 
electrocoagulation and vigorous curettage. Finely 
pulverized potassium permanganate was then 
tubbed well into the wound. Healing occurred 
with a soft scar. This procedure may be tried 
here, if other measures fail (Arch. Dermat. & 
Syph. 46 :242-245 [Aug.] 1942). 

Dr. Joun P. Scutty, Reading, Pa.: Over a 
year ago I presented a case with facial lesions on 
which there was considerable disagreement as to 
whether it was sarcoid or lupus vulgaris. I had 
called it lupus vulgaris, resting the final decision 
on the basis of a definite positive tuberculin test. 
There was no response to Isoniazid combined with 
streptomycin in 4 months, but in the past 10 
months the patient has had 98% clearance with 
continued streptomycin and  p-aminosalicylic 
acid therapy. 


Pachyonychia Congenita. 
Meyer L. NIEDELMAN. 


A white man aged 23, mentally retarded with 
formal functions appearing late in infancy and 
childhood, presented a dermatological condition 
on the palms and soles, bilateral and symmetrical. 
The areas on the palms extended to 3 in. above 
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the wrists. The nails were discolored, ridged, de- 
formed, and showed marked hyperkeratosis of the 
free ends, lifting them up from the nail bed. The 
skin on the dorsa of the hands was lichenified, and 
the skin markings were exaggerated. There were 
many areas of leukokeratosis. The palms were 
markedly hyperkeratotic, with a yellowish tint 
mottled by different discolorations. The feet and 
the toenails showed a similar condition. It began 
at the age of about 2%4 years on the palms and 
plantar surfaces as small keratotic areas which 
gradually assumed the present condition. The nails 
became affected at the same time. Lesions were 
also present on the left auricle and upper lip at 
that time. 


The patient’s hair and teeth are normal. The 
physical examination was negative. 
La’.oratory data were negative. 


fungi was negative. 


Scraping for 


Discussion 


Dr. Carrott S. WricHt: This may be a case 
of pachyonychia congenita, but if it is, it is the 
mildest case that I have ever seen. I reported two 
cases, one of which I first started studying in 
1935, and I still see this boy, who is a student at 
the School of Osteopathy. The nails in the cases 
that I reported are a little bit different. In this 
case the nails are thickened, while in my cases the 
nails grew anteroposteriorly, and so the boy could 
not do anything with his fingers. He was very 
cooperative. We tried just having the thick nail 
chopped off, but it grew right back, so Dr. Rose- 
man took the tip of the finger off and the boy 
now has no nails, but he can button his shirt and 
even play the piano. This boy shown tonight does 
not fit the picture exactly. Also, the cutaneous 
lesions in my cases were much more severe—prac- 
tically denuded areas which did heal with the 
method suggested by Lawrence Goldberg, soaks 
of buffered cystine hydrochloride. When I saw 
him a year ago, the denuded areas were healed but 
he had lesions on the trunk like those of a severe 
avitaminosis A. 

Dr. AtBerT M. KuicMan: I do not think that 
this is an average case of pachyonychia congenita. 
There is a history of consanguinity; the parents 
are first cousins, and I think that this is one of 
the unusual varieties of congenital ectodermal de- 
fect which go through a great many manifestations. 

Dr. BERTRAM SHAFFER: I should like to concur 
in general with Dr. Kligman, but I suggest the 
diagnosis of an atypical variety of congenital 
ichthyosiform erythroderma. On the other hand, 
there are other features which suggest pachyonych- 
ia congenita. The hard palate is thickened and 
white. Perhaps this represents a combination of 
the two diseases. 
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Dr. Meyer L. NiEDELMAN: The term pachy- 
onychia congenita in its true use denotes thickening 
of the nails. This may occur in a number of con- 
ditions, as congenital ectodermal dysplasia, ich- 
thyosis hystrix, epidermolysis bullosa, and syphilis. 
The disease in its usual connotation consists of a 
dystrophy of the nails, which are deformed and 
hyperkeratotic. In addition, there are usually 
palmar and plantar hyperkeratosis, leukokeratosis 
of the tongue and oral mucous membrane, follicular 
keratoses of the elbows and knees, hyperhidrosis, 
and anomalies of the hair. 

Dr. Shaffer’s comment on the leukokeratosis of 
the hard palate is in keeping with the presenting 
diagnosis. There is no evidence either from the 
history or at the present time to warrant a diag- 
nosis of congenital ichthyosiform erythroderma. 
Either all or a few of the signs may be present 
at one time. 

Cireumseribed Myxedema, Pretibial. Presented by Dr. 
Apotpw H. Beier and (by invitation) Dr. Herman 
Gop. 

Pemphigus (?). Presented by Drs. Carrot, S. WriGHT, 
Meyer L. NiepeLMAN, and Aporpn H, BLs1Er. 

Morphea (en Coup de Sabre) Presented by Drs. Car- 
ROLL S. Wricut, Donatp N. TscuHan, and (by invita- 
tion) Dr. Leon Apon1. 

Seleroderma. Presented by Dr. Donatp N. Tscuan. and 
(by invitation) Dr. Leon Apont. 

Psoriasis Vulgaris. Lichen Simplex Chronicus (leg). 
sented by Dr. Meyer L, NIepELMAN and Dr. ApDOLPH 
H. Brerer. 

Lichen Planus. Presenied by Dr. Samuret M. PERLSTEIN 
(by invitation) and Dr. Apotpn H. BLerer. 

Erythema Nod S d ic, Organie Dis- 
eases Vascular in Origin, Sueh as Periarteritis Nodosum 
or Rheumatic Fever. Presented by Dr. H. M. Panzer. 

Familial Benign Chronic Pemphigus (Hailey and Hailey 
Presented by Dr. Carrot, S. Wricut, Dr. 

N. Tscuan, and (by invitation) Dr. Lron 
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Chronie Discoid Lupus Erythematosus. 
Apotpnu H. Bieter. 
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Subacute Lupus Eryth Pr ted by Dr. ADoLpy 
H. Bierer, Dr. Byron Cryman, Dr. Meyer L. Niepet- 
MAN, and (by invitation) Dr. T. Durant. 

Morphea (Localized Scleroderma). Presented by Dr, 
H. M. Panzer. 

Chronie Discoid Lupus Erythematosus. 
Meyer L. NiEDELMAN. 

Vesicular Discoid Lupus Erythematosus. Presented by Dr, 
Meyer L. NriepELMAN and Dr. Apotpn H. Bieter. 

G 1 A 1 Presented by Dr. Meyer L. Niepet- 
MAN and Dr. Apvotpn H. BLErEr. 

Systemic Scleroderma (Aecrosclerosis). 
Meyer L. NiEDELMAN, 

Chronic Discoid Lupus Erythematosus of the Left Cheek, 
Excised. Presented by Dr. Joun B, Roxsy Jr. and 
(by invitation) Dr. Rospert BucHeEr. 

Dermatophytosis, Tinea Pedis, Secondary “Id” Reaction, 
Presented by Dr. Henry H. PERtMAN. 

Monilethrix (Pili A lati?). Congenital Ectodermal 
Dysplasia (Variant). Keratosis Follicularis? Presented 
by Dr. Henry H. Pertman. 

Erythema Nodosum. Presented by Dr. Henry H. Peri- 
MAN. 

Dystrophia Mediana Canaliformis. 
Henry H. PeriMan. 

Diseoid Lupus Erythematosus with Marked Destruction. 
Presented by Dr. Meyer L. NiEpELMAN and Dr. Aporpx 
BLEIER. 

Sjogren’s 
ScuLty. 

Onychomycosis (Pathogenic Monilia). 
Henry H. Periman. 

Benign Dystrophy of the Nails. 
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Syndrome(?}. Presented by Dr. Joun P, 
Presented by Dr 


Presented by Dr. Henry 


H. PERLMAN. 

Impetigo of Bockhart. Presented by Dr. Henry H. 
PERLMAN. 

Pseudoxanthoma Elasticum. Presented by Dr. N. Ricu- 


ARDSON (by invitation). 

Gynemastia. Presented by Dr. Henry H. Periman. 

Lichen Urticatus. Presented by Dr. Henry H. Pertman, 
and (by invitation) Dr. Leon Apont. 

Eetodermosis Erosiva Pluriorificialis. Presented by Dk. 
Joun P. Scutty. 

Cutaneous Horn. Presented by Dr. Henry H. Periman. 

Anetederma of Scgweninger and Buzzi (Primary Macular 
Atrophy). Presented by Dr. Meyer L. NieEpDELMAN. 
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The New, Newer, and Newest 











The 1957 meeting of the American Academy of Dermatology and Syphilology was, as 
always, highly successful. The attendance was large, and the papers, symposia, and discus- 
sions were both interesting and informative. But there was something different about this 
meeting, a very much worth-while something that augurs well for the organization. 





The tragic news that Nelson Paul Anderson had died suddenly of coronary thrombosis 
just one week before he was to preside as president of the Academy had a profound depressing 
effect on the meeting. 





Arthur Schock, the vice-president, fortified by the tireless and most skillful aid of the 
secretaries, Webster and Kierland, conducted the affairs of business, and the show went on 
smoothly and without hitch. The banquet was well attended and was enjoyed by all, but the 
gaiety of other years was lacking. Those of us of Andy’s generation felt a deep personal 
loss, and I, who have known him since internship days, will miss a very good friend whose 
judgment was respected, a wise counsel always ready to assume an obligation. 





It is customary for the new president to present the outgoing one with the official gavel 
as a souvenir of his office. On this occasion, Jim Webster, the newly elected president, in a 
warm and touching ceremony presented the gavel to Andy’s son, a tall handsome young 
freshman medical student. 





The action of the Board of Directors in electing Jim Webster to be president in 1958 was 
another act that gave significant meaning to the organization. Webster, for personal reasons, 
had deemed it advisable to resign from the office of secretary-treasurer, a position that he 
discharged with distinction and devotion for some years. His election to the presidency 
received something more than routine approval by the membership; it was happy approval, 
for the office was given Webster not as a routine step-up or reward for past services but 
rather in a spirit of genuine appreciation for them. 





For the first time, I had an opportunity to observe some of the backstage operations of 
the Academy. The admirable proficiency with which Webster and his “team” executed the 
innumerable details was awesome. And one of the important members of his team is his wife. 
Chicago colleagues have long known of Sunny Webster’s tireless, energetic, and practically 
year-round services to the Academy; the general membership should know of them. 





As one observed the reaction at the news of Andy’s sudden death and the poignancy 
attending the presentation of the gavel to his son and as one sensed the genuine desire of the 
membership to show appreciation to Jim Webster, it was plain that the Academy is some- 
thing more than a cold scientific society—it is an Academy with heart. 





The other officers elected to serve in 1958 are Everett Seale, vice-president; Bob Kierland, 
secretary-treasurer; Stanley Huff, assistant vice-president, and Sam Zakon, historian. 
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Abstracts from Current Literature 


Voct-KoyANAGI-HARADA DISEASE: TREATMENT WITH PREDNISONE. MELVIN BRONSTEIN, 
A.M. A. Arch. Ophth. 57 :503-507 (April) 1957. 

A woman, 36, had bilateral edema of the optic nerve head associated with symptoms of 
meningismus and later developed bilateral uveitis, poliosis, and alopecia, but minimal dysacousia. 
Although retinal detachment is considered a part of Harada’s disease, it is suggested that it 
is not essential to the diagnosis and that Harada’s disease and the Vogt-Koyanagi syndrome 
are closely related. Prolonged treatment with oral prednisone (11 months) favorably affected 


the severe uveitis. 
Levin, Delavan, Wis. 


ACANTHOSIS NIGRICANS AND CARCINOMA OF THE STOMACH. BELA HALpPerT and RayMonp G. 
GotrscHALK, A. M.A. Arch. Path. 63:400-404 (April) 1957. 
Acanthosis nigricans is reported in a Negro man, age 55, who died of carcinoma of the 
stomach. An incidental finding was a cyst of the hypophysial region with atrophy of the 
hypophysis, but there were no signs of dysfunction of either the hypophysis or the adrenal 


glands. ; 
Levin, Delavan, Wis. 


Stasis Utcers: A MeEtHop oF OPERATIVE THERAPY AND ITs EFFECTIVENESS. HARVEY R. 
BurcHer, Indust. Med. 26 :468-470 (Oct.) 1957. 

Persons not controlled by bed rest at home, elastic support, cleanliness, and the excision 
of varices were treated for their stasis ulcers in the hospital by radical operative removal 
of diseased veins, atrophic skin, and fibrotic subcutaneous and fascial tissues about and beneath 
the ulcer. Immediate coverage of the defects with partial-thickness cutaneous grafts is 
followed by healing in 80% (49 of 59 patients) for periods ranging from 13 to 52 months. 

Levin, Delavan, Wis. 


EFFEcT OF SURFACE ACTIVE AGENTS ON ENDOSPORULATION OF COoccIDIOIDES IMMITIS IN A 
CHEMICALLY DEFINED MepruM. JoHN L. Converse, J. Bact. 74:106-107 (July) 1957. 
By adding 0.05% or 0.1% of an anionic surface-active agent, Tamol “N” (sodium salt of 
a condensed aryl sulfonic acid, Rohm and Haas Co., Philadelphia), the author was able to 
overcome the chief obstacles to the study of the parasitic or in vivo form (spherule) of 
Coccidioides immitis grown in synthetic media. With this substance the parasitic cycle was 
maintained through three serial transfers in laboratory media. In the defined medium, pure 
(hyphae-free) uniparticulate cultures were maintained and perpetuated as the in vivo type of 
parasitic reproductive cycle. 
BLANK, Miami, Fla. 


THE “Ristnc Twe oF INFECTION” OF SYPHILIS. JOSEPH EARLE Moore, J. Chronic Dis. 6:280- 

283 (Sept.) 1957. 

The trend in the number of reported cases of actually or potentially infectious syphilis 
was still downward in 1956, nothwithstanding statements from the lay press and a “Joint 
Statement” by The Association of State and Territorial Health Officers to the contrary. 
Epidemiologic facts do not justify the statement that “the optimism of the past few years has 
proved disastrous.” Further effort is, of course, necessary to maintain the gains already made 
and to provide a nucleus of venereal disease control organization in the event of a major 
increase in incidence from any cause. 

Levin, Delavan, Wis. 


ISOLATION OF HERPES SIMPLEX VIRUS FROM THE BLoop oF Rassits (Letter to the Editor). 
JosepH Z. BIEGELEISEN; Lee H. Ritey, Jr. and L. Vernon Scort, Virology 4:182-183 
(Aug.) 1957. 

After intracorneal inoculation of adult rabbits, herpes simplex could be isolated from the 
blood of the animals. Viremia has been shown to be a part of the infectious process in 
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other primary virus infections, such as poliomyelitis, but previous studies with herpes simplex 
have not been as consistent as those of the present authors. 
BLANK, Miami, Fla. 


THE ANTIGENIC RELATIONSHIP BETWEEN Herpes SIMPLEX ViruS AND ECHO Type 9 (Letter 
to the Editor). U. Krecu, Virology 4:185-186 (Aug.) 1957. 

By cross neutralization tests it was shown that the ECHO (enteric-cytopathogenic human 
orphan) Type 9 virus seems to be antigenically related to herpes simplex. Other types of 
ECHO virus did not seem to be related to herpes simplex. A similar relationship between 
herpes simplex virus and B virus was established many years ago. 

BLank, Miami, Fla. 


Histotocic Stupy oF MUSCLE IN THE DERMATOMYOSITES AND RELATED SYNDROMES. P. LE- 
CouLanT and L. Texrer, Ann. dermat. et syph. 84:377 (July-Aug.) 1957. 


A study of 22 patients with muscular and cutaneous findings permits the following classifi- 
cation: (1) In lupus erythematosus and periarteritis nodosa the lesions have vascular elements 
as their central core and seem logically to fit into the allergic pathology of current thinking; 
(2) the sclerodermatous type falls into the group of collagen diseases; (3) on the contrary, 
the histologic type of dermatomyositis, which is centered on a primary and predominant 
lesion of the muscular parenchyma, seems to speak for an autonomous muscular disease. 

Derses, New Orleans. 


GRAHAM-LITTLE SYNDROME, PSEUDOPELADE, AND LICHEN PLANUS. W. M. Stewart and R. 
Laumonter, Ann. dermat. et syph. 84:396 (July-Aug.) 1957. 


Two cases are reported; in the first, pseudopelade preceded the other components of the 
syndrome by 10 years; in the second, spinulosism and axillopubic alopecia appeared two years 
before localization in the scalp of atrophic lichen planus. Histologically, the first case 
showed undoubted lichen planopilaris with an atrophic evolution. These two observations 
are a further argument in favor of the assimilation of lichen planus with the complete or 
incomplete syndrome of pseudopelade. 

Derses, New Orleans. 


HERPES ZOSTER AND EMETINE HyprRocHLorIDE. L. BAsto Viecas and L. Cunna Viecas, Ann. 
dermat. et syph. 84:400 (July-Aug.) 1957. 


In confirmation of work of Griveaud and others, these authors found emetine hydrochloride 
effective in 31 cases of zoster. Dosage was 20 to 60 mg. daily for a maximum of five days. 
Except in one case the pains disappeared between the first and the third day. The evolution 
of the disease is arrested in less than two days. 

V. J. Derses,/New Orleans. 


SEVERE SKIN AND NAIL MANIFESTATIONS OF AN URETHROCONJUNCTIVOSYNOVIAL SYNDROME. 
E. Griveaup; J. ACHARD, and J. MaArcHerx, Ann, dermat. et syph. 84:406 (July-Aug.) 
1957 


The authors report a case of the urethroconjunctivosynovial syndrome which was unusual 
because of the psoriasiform aspect of the skin and nail manifestations. Aureomycin produced 
a rapid cure. 

Derses, New Orleans. 


TREPONEMA IMMOBILIZING ANTIBODIES IN SyPHitis. A Frrsourc-BLANc, Ann. dermat. et 

symph. 84:410 (July-Aug.) 1957. 

The T. P. I. test of Nelson may also be used to study in vitro certain aspects of the 
biology of the Treponema. By subjecting these organisms to various defective conditions, 
one may demonstrate the existence of forms which are almost normal morphologically but 
which have a decreased metabolism and which are insensitive or only slightly sensitive to 
doses of medications or antibodies normally lethal. These forms, with slowed metabolism, 
appear also in vivo and explain latent asymptomatic clinical forms as well as drug fastness. 
The immobilizing antibodies are the evidence of treponemal infection, and disappearance or 
persistence is the best guide at the present state of our knowledge of the disappearance or 
the persistence of the microbial infection. The clinical manifestations of syphilis may evolve 
independently of the infectious process. 

Derses, New Orleans. 
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THE EtIoLoGy AND PATHOGENESIS OF MyxEDEMA CIRCUMSCRIPTUM PRAETIBIALE SYMMETRI- 
cuM. P. Wopntansky, Arch. klin. u. exper. Dermat. 205 :22-33, 1957. 

The morphology and classification of myxedematous changes in the skin are discussed 
with reference to the international literature. The author’s observation of a case of pretibial 
circumscribed myxedema serves to illustrate the probable underlying disturbance in the thifteo- 
hypophyseal system. Attention is called to the hitherto unreported finding of an increased acid 
mucoprotein content in the serum, and its significance with regard to possible hepatic dysmetab- 
olism is pointed out. 

Butey, Champaign, IIl. 


TYPICAL CHANGES IN THE LIPID AND PENTOSE CONTENT OF THE STRATUM CORNEUS#NIN 
Various OccupaATIONAL DerMATosEs. H. Buckup and A. SZAKALL, Berufsdermatosen 
5:181-191 (July) 1957. 

In cases of chlorine acne and mason’s eczema, surface extracts from the stratum corneum 
of normal as well as diseased areas contain more water-soluble components and lipids than 
those of normal persons. In cases of eczema caused by solvents, only the pentose content in the 
solute is augmented. These findings are so regular as to be diagnostic, and it is therefore 
suggested that they be utilized in the prevention of certain occupational dermatoses by spotting 
predisposed persons before they are employed. 

Butey, Champaign, IIl. 


THE NosoLoGy oF ADENOMA SEBACEUM (BALZER TYPE), OF THE KOENEN TUMORS AND OF 
Morsus BourNeviLtE-Princte. W. Knorn and W. MeyHorer, Hautarzt 8:359-366 
(Aug.) 1957. 

A case of adenoma sebaceum, Balzer type, is reported in which the cutaneous lesions were 
associated with periungual fibromatosis (Koenen tumors), a lumbosacral patch of “leather 
skin,” osseous cysts in the terminal phalanges of the fingers, and other nevoid formations. 
These observations suggest that adenoma sebaceum of the Balzer type is a variant or a part 
of the Bourneville-Pringle syndrome (tuberous sclerosis, adenoma sebaceum Pringle, etc.), as 
suggested by the French authors and as opposed to thé concepts of the American and German 
schools, which tend to classify, if not identify, the Balzer type of lesions with epithelioma 
adenoides cysticum. 

Butey, Champaign, II1. 
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Intermediary Metabolism of Phenylalanine and 


Tyrosine in Diffuse Collagen Diseases 


I. The Presence of 2,5-Dihydroxyphenylpyruvic Acid in the Urine of Patients 


with Collagen Disease 


NAGAO NISHIMURA, M.D.; MASATAKA YASUI, M.D.; HISASHI OKAMOTO, M.D.; 
MINORU KANAZAWA, M.D.; YAHITO KOTAKE, Ph.D., and YUKIO SHIBATA, M.D., Wakayama, Japan 


Many investigators have endeavored 
laboriously to discover the pathogenesis of 
diffuse collagen disease morphologically, 
chemically, and immunologically, but the 
common denominator of collagen disease has 
not been found. 

With regard to intermediary metabolism 
of phenylalanine and tyrosine, essential 
amino acids, there remains much to be con- 
firmed, but the schema prepared by Neu- 
bauer +}? from his experimental results of 
the urine of alkaptonurics is generally con- 
sidered to represent their normal metabolic 
pathway. The diseases considered to be due 
to blocks of the intermediary metabolism of 
phenylalanine and tyrosine are phenylke- 
tonuria, albinism, tyrosinosis, and alkapto- 
nuria. All of these diseases arise from a 
rare and inherent defect (Fig. 1). 


Moreover, Levine, Marples, and Gor- 
don** and Levine, Dann, and Marples ® 
demonstrated, in a course of studies of 
premature infants receiving a diet of rela- 
tively high-protein-content cow’s milk (5 
= ‘Accented for publication May 3, 1957. 
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Biochemistry Department (Prof. Y. Kotake, Di- 
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gm, or more per kilogram per day), that 
there was a spontaneous defect in the in- 
fants’ metabolism of phenylalanine and 
tyrosine manifested by the excretion of 1- 
p-hydroxyphenyllactic and p-hydroxyphenyl- 
pyruvic acids in the urine. This excretion 
may be accentuated by feeding the infants 
these amino acids, namely, tyrosine and 
phenylalanine, in pure form. Also, these 
infants excrete minimal amounts of hy- 
droxyphenyl compounds when they are re- 
ceiving human milk of low protein content. 
But the ingestion by these infants of other 
amino acids, including glycine, methionine, 
and tryptophan, failed to provoke the ap- 
pearance of or raise the urinary excretion 
of their intermediary products. The admin- 
istration of L-ascorbic acid completely eradi- 
cated the defect without necessarily raising 
the plasma ascorbic acid level. Full-term 
infants who were fed similar diets showed 
no spontaneous defect in their metabolism 
of aromatic amino acids. 

The reports on phenylalanine and tyrosine 
metabolism in diffuse collagen diseases are 
comparatively scarce. According to Bowes 
and Kenton,* amino acid composition of 
collagen is characterized by a low content of 
tyrosine and a high content of glycine, 
proline, and hydroxyproline. Loofbourow et 
al.?7 found, in ultraviolet spectrographic 
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Fig. 1—Maladies resulting from intermediary blocks of phenylalanine and_ tyrosine 0.25 
metabolism. Diseases considered to be due to the blocks are (1) phenylketonuria, (2) albinism, 
(3) tyrosinosis, (4) alkaptonuria, and (5) diffuse collagen diseases. Solid lines represent 
determinate pathways, and broken lines, indeterminate pathways. 
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analysis of collagen, that it contains no 
tyrosine. Rollett * indicated that connective 
tissue contains tyrosine by demonstrating 
the fact that xanthoprotein reaction of con- 
nective tissue is abolished after removal of 
the ground substance by baryta water. 
Meyer ® showed that the protein of chondro- 
itin sulfuric acid-protein complex has rela- 
tively high yield of tyrosine and tryptophan 
distinctly from collagen. 

Kelley, Good, and McQuarrie!” first re- 
ported that the serum mucoprotein tyrosine 
value was elevated markedly in acute rheu- 
matic fever. This observation has been sub- 
stantiated by Levy and Jackson™ and by 
others. Leeuwen, Kelly, and Jackson ™ also 
stated that ae-globulin and mucoprotein 
tyrosine levels were elevated markedly in the 
acute stage of rheumatic fever and suggested 
that the ae-globulin fraction contains the 
mucoprotein. According to Kelley, Adams, 
and Good,!® serum mucoprotein tyrosine 
value is a measure of rheumatic activity and 
is a good index during steroid hormonal 
therapy. Consden, Glynn, and Stanier 1* 
found that subcutaneous rheumatic nodules 
from rheumatic fever patients contain a 
larger amount of tyrosine-rich substance and 
polysaccharide, in addition to collagen and 
elastin, than does nonrheumatic subcutaneous 
tissue. 

Klemperer, Gueft, Lee, Leuchtenberger, 
and Pollister 1® held that the hematoxylin- 
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stained body of systemic lupus erythemato- 
sus has a strongly positive Millon reaction. 
Moreover, according to Gueft and Laufer,’® 
Millon reaction of hematoxylin-stained body 
was strongly positive before and after treat- 
ment with hot trichloroacetic acid, and tryp- 
sin digestion at pH 7.3 caused a significant 
decrease in the intensity of the Millon reac- 
tion but did not influence the visual intensity 
of the Feulgen reaction. 

We happened in the course of our re- 
search to detect in the urine of a patient 
having dermatomyositis a substance unmis- 
takably identified as 2,5-dihydroxyphenyl- 
pyruvic acid (to be abbreviated to 
2,5-DHPPA hereafter), which is, hypo- 
thetically, an intermediary metabolite of 
phenylalanine and tyrosine. This finding 
was further confirmed through the examina- 
tion of the urine of 59 patients having col- 
lagen disease. Tests were also performed 
with administration of L-tyrosine, which 
resulted in the aggravation of the lesion. 


Experiments and Results 


Identification of 2,5-DHPPA 

The 24hour urine of patients having diffuse 
collagen disease was concentrated either as it was 
or acidified with 10% sulfuric acid, -until about 
20 cc. of it remained. This urine was further 
treated with 60% alcohol, , with resultant elimina- 
tion of inorganic salts, and it was subjected to 
experiment. At this point, one-dimensional paper- 
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Fig. 2—Paper-partition 
chromatography (p. p. 
c.) and ultraviolet absorp- 
tion spectrum. F:—2,5- 
DHPPA, i max. 280-285 
mpg; Fs—oxide (quinoid 
type?) of 2,5-DHPPA, A 
max. 260-265 my; F:— 
b-hydroxyphenyl pyruvic 
acid, A max. 290 mu. 
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partition chromatography (p. p. c.) was performed, 
with use of No. 52 Toyo filter paper. 

The developers used were as follows: (A) n- 
butyl alcohol-acetic acid-water=4:1:1; (B) m- 
butyl alcohol saturated with water and with 2 or 3 
drops of formic acid added (the Ry; value of each 
spot in this case is shown in brackets in Fig. 2). 

The developing time was 12 hours. 

Results 

1. R; Value. After development, the filter 
paper was dried at room temperature, and 
fluorescent spots were marked under the ul- 
traviolet light. Neutral concentrated urine 
showed chiefly spots of Ry value 0.45 (0.25). 
Acidified and concentrated urine showed 
chiefly spots of Ry value 0.25. Synthetic 
2,5-DHPPA showed spots of R; value 0.45 
(0.25) and 0.25. 

2. Fluorescent color. Fluorescent color of 
these spots was purple. 

3. Color reaction of chromatograms. The 
spots on each sheet of filter paper were 
colored by spraying with Briggs’ reagent 
(ammonium molybdate dissolved in 5 N 
HCI instead of 5 N HeSO,), ammoniacal 
solution of AgNOs, 2 N HCl solution of 
2,4-dinitrophenylhydrazine, or FeCl; rea- 
gent. On examination of the color reaction 
of these spots the results given in Table 1 
were invariably obtained. 

The fluorescent spots of differing Ry 
value were next cut out and elutriated in 
pH 7.2 phosphate buffer. The solution thus 
prepared was tested, and, in each case, re- 
sults such as are shown in Table 2 were 
invariably obtained. 


TABLE 1.—Color Reactions of Chromatograms 
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TABLE 2.—Reactions of Elutriated Spots 








Reaction Result Identification 
Hive g Oxidation Positive Hydroquinone 
y 3% H:O;, with (yellowish- derivative 
SO « (final con- orange) 

centration about 

10—+* mol) as a 

eatalyzer 

Hydrazone Positive Compound with either 
(yellowish- -CO or -CHO present 
orange) 





As for the ultraviolet absorption spectrum 
test of these spots, the substances in the 
urine could be considered to be identical 
with the synthetic sample in their results. 
In the paper-partition chromatographic and 
ultraviolet absorption tests of crystallized 
p-hydroxyphenylpyruvic acid, however, the 
results obtained (A max. 290 mp Ry 0.75) 
proved to be quite different, as shown in 
Figure 2. 

From these experimental results, there- 
fore, it is beyond doubt that the substances 
obtained from the urine of patients having 
collagen disease can be identified as 2,5- 
DHPPA and its oxide (quinoid type?). 
Apart from this, a crude crystallized aculeate 
form of a reddish-brown substance (melting 
point 195 C), presumed to be phenylhy- 
drazone of 2,5-DHPPA, was obtained. This 
is now under further investigation. The 
urine of patients having collagen disease, if 
left exposed to the air, was found to assume 
a reddish-brown color. This is worthy of 
note, since it may signify that most of 
2,5-DHPPA in the urine changes into a 


TABLE 3.—Results i Tests for 2,5-Dihydroxy- 
phenylpyruvic Acid in Healthy Persons 

















No. Age Result 

Reaction Result Identification 1 23 Negative 

2 25 Negative 

Briggs’ammonium Positive Phenolic compound 3 26 Negative 

ge hg) dissolved (yellowish-green 4 27 Negative 

in 5 N HC}) or light blue) 5 28 Negative 

6 28 Negative 

Ammoniacal silver Positive Compound with either 7 28 Negative 

p sore sg gee hy- (dark brown) -CO or -CHO present 8 29 Negative 

xide is added 9 29 Negative 

gradually to 2% 10 33 Negative 

AgNO ; solution 

until the brown tur- 1 20 Negative 

bidity disappears) 2 21 Negative 

3 21 Negative 

Hydrazone (2,4- Positive Compound with either 4 21 Negative 

dinitrophenyihy- (yellowish- -CO or -CHO present 5 23 Negative 

drazine in 2 N HCl) brown) 6 23 Negative 

7 23 Negative 

FeCl, G% 10% Yellowish Phenolic compound, 8 23 Negative 

FeCl; dissolvedin brown not phenol itself 9 23 Negative 

50% alcohol) 10 29 Negative 
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INTERMEDIARY METABOLISM OF PHENYLALANINE 


TaBLE 4—Results of Tests for 2,5-Dihydrory- 
phenylpyruvic Acid in Patients with 
Collagen Disease 


TABLE 5.—Results of Tests for 2,5-Dihydroxy- 
phenylpyruvic Acid in Patients with Diseases 
Correlated with Coilagen Disease 








Number of 
Disease Examinees Result 
Lupus erythematosus, acute 1 (1 female) Positive 
disseminated type (LE-cell 
positive) 
Lupus erythematosus, subacute 6 (3 males and Positive 
disseminated type 3 females) 
Lupus erythematosus, chronic 6 (2 males and Positive 
disseminated type 4 females) 
Lupus erythematosus, chronic 5 (2 males and Positive 
discoid type fe 
Diffuse scleroderma 8 (2 males and Positive 
6 females) 
Dermatomyositis 2 (1 male and Positive 
1 female) 
Weber-Christian’s disease 3 (3 females) Positive 
Periarteritis nodosa 2 (i male and Positive 
1 female) 
Acrosclerosis (1 male) Positive 
Rheumatoid arthritis 25 (8 males and Positive 
17 females) 
Total 59 (20 malesand Positive 
39 females) 





quinoid form as in the case of the urine in 
alkaptonuria. 


Clinical results 

Clinical data concerning 2,5-DHPPA in 
the urine of healthy persons, patients having 
collagen disease, and patients having other 
diseases were as follows. 


TABLE 6.—Results of Tests for 2,5-Dihydroxry- 
phenylpyruvic Acid in Patients with Diseases 
Not Correlated with Collagen Disease 











Number of 
Disease Examinees Result 
Eczema universale 5 og nee and Negative 
le 
Contact dermatitis 6 Cans and Negative 
ema: 
Solar dermatitis 2 (1 male and Negative 
female 
Dermatitis recidivans faciei 2 (2 males) Negative 
Dermatitis herpetiformis 2 (1 male ard Negative 
(Duhring’s d ) 1 female 
Senear-Usher syndrome 1 (1 female) Negative 
Psoriasis vulgaris 3 (1 male and Negative 
2 females) 
Pustular bacterids 1 (1 female) Negative 
Dermatitis repens 1 (1 female) Negative 
a (salvarsan) 1 (1 female) Negative 
is 
Habitual erysipelas 1 (1 male) Negative 
Localized atrophia cutis 1(1 — Negative 
Morbus addisonii 2 (2 females) Negative 
aye ic infiltration of 1 (1 male) Negative 
r) 
Cancer of the stomach 1 (1 male) Negative 
Cancer of the rectum 1 (1 female) Negative 
Cancer of the skin 1 (1 female) Negative 
of the clitoris 1 (1 female) Negative 
ymphoma 2 (1 male and Negative 
Ei hic pul: teo- 3 Aen ot d Negati 
ypertrophic pulmonary osteo- males an egative 
any with pernio-like 1 female) 
mn 
Knuckle is 1 (1 female) Negative 
vae acutum 1 (1 female Negative 
Osteomyelitis 1 (1 male) Negative 
Arthritis tuberculosa 1 (1 female) Negative 
itis simplex 1 (1 female) Negative 
1 (1 female) Negative 
Total 45 (19 malesand Negative 
26 females) 
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No. of 
Disease E Result 
Erythema nodosum 1 g female) Negative 
Erythema multiforme 2 (2 females) Negative 
Su te bacterial endocarditis 2 (2 females) Negative 
Sepsis 1 (i male Negative 
Acute nephritis 2 (2 fe ) Negative 
Total 8 (1 male and Negative 
females) 





In healthy men and women the results, as 
shown in Table 3, were all negative. 

In patients having collagen disease the 
results, as shown in Table 4, were positive, 
without a single exception. 

A 6-month-old boy with subacute dis- 
seminated lupus erythematosis, said to have 
started having a high fever along with rash 
on the face and limbs five days after his 
birth, came under examination. In the urine 
of this child, the excretion of 2,5-DHPPA 
was clearly confirmed, and another positive 
proof was established for the fact that its 
excretion could be attributed to an inherent 
defect in the patient. 

The results in cases with diseases which 
may be correlated with collagen diseases 
were all negative, as shown in Table 5. 

The results in cases with various diseases 
which are not correlated with collagen dis- 
ease were all negative, as shown in Table 6. 

The effects of administration of L-tyro- 
sine on healthy persons, patients having 


TasLe 7.—Effect of Administration of L-Tyrosine 
on Healthy Persons 








= des 
ter Dosage 0: 
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Negative 
Negative 
Negative 
Negative 
Negative 
Negative 
Negative 
Negative 
Negative 
Negative 


3 Be o 
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Negative 
Negative 
Negative 
Negative 
Negative 
Negative 
Negative 
Negative 
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TaBLe 8.—Effect of Administration of L-Tyrosine on Patients Having Collagen Disease 








Subsequent Symptomatic Subsequent 
Case Diagnosis Sex Dosage of 1-T yrosine Changes 25-DHPPA 
1 Dermatomyositis Male 1 gm./day administered for Fever (temperature, 38.0 C) Positive 
2 successive days we a aggravated 2 days 
after tes! 
2 Dermatomyositis Female 1gm./day administered for Fever (temperature, 38.0 C) Positive 
2 successive days — lesions aggravated 2 days 
after test 
3 Subacute disseminated Female 1gm./day administered for Lesion became reddish Positive 
Weber-ch erythematosus 1 day only 
4 ber-Christian’s Female 1gm. jar administered for No change Positive 
3 successive days 
5 Diffuse scleroderma Female 1gm./day administered for Fever with extension of lesions Positive 


1 day only 


and remarkable increase of the 
creatine content in the urine 
after the test 





TABLE 9.—Effect of Administration of t-Tyrosine on Patients Having Miscellaneous 
Skin Diseases 























Subsequent 
No. Diagnosis Age Sex Dosage of .-T yrosine 2,5-DHPPA 
1 Erythema multiforme 48 Female pongo re orally Negative 
2 Eczema unive 20 Female 1gm./day, orally Negative 
3 Contact dermatitis 43 Female 1 gm./day, orally Negative 
4 Contact ae 58 Female 1 gm./day, orally Negative 
5 Psoriasis 40 Female 1gm./day, orally Negative 
6 Psoriasis phe ane 63 Male 1 gm./day, orally Negative 
collagen disease, and patients having various ar ° 
; 82 
other diseases are as follows. L 1 
In healthy males and females the results, eS. , 
; i oO Oo O a Oo 12) O 
as shown in Table 7, were all negative. PS go Se oe ee ee 
In patients having collagen disease, as Oo 
shown in Table 8, aggravation was noticed | eg 
in the clinical symptoms of four out of five F 
patients. ee oe ee a ee 
19 17 14 12 10 6 


In Case 5, subsequent to administration of 
L-tyrosine, there occurred a rapid extension 
of the lesions, coupled with a remarkable 
increase of the creatine content in the urine 
from 31 mg. per day to 325 mg. per day. 
A slight decrease, however, was detected in 
the creatinine content. 

In patients with miscellaneous skin dis- 
eases the results, as shown in Table 9, were 
all negative. 

Investigation of Genealogy 

This investigation was made in regard to 
three different family lines. In all, 20 per- 
sons were examined and the results without 
exception proved to be negative. The results 
obtained showed that no excretion of 2,5- 
DHPPA could be detected in any number of 
a family in which all members were com- 
pletely free from symptoms of collagen 
diseases. A genealogy representative of the 
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Fig. 3.—Genealogy of patient with dermato- 
myositis. Numbers represent ages of living family 
members. 


three different family lines studied is shown 
in Figure 3. 


Comment 


The presence of 2,5-DHPPA has never 
before been found in the urine of a human 
being, and 2,5-DHPPA has been regarded 
hitherto as an intermediary metabolite of 
phenylalanine and tyrosine, viz., an imagi- 
nary, instead of really existent, substance. 

From our experiments, however, it is now 
clear that 2,5-DHPPA is constantly excreted 
into the urine of patients afflicted with 
collagen disease. The etiology of this dis- 
ease is still unknown, and no 2,5-DHPPA 
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is to be found in the urine of the un- 
afflicted family members, healthy persons, or 
patients with other diseases. Indeed, this is 


_a characteristic of collagen disease, and be- 


sides that, it is common to all collagen dis- 
orders. Consequently, the presence of this 
substance can be considered to be of great 
importance in correctly diagnosing the dis- 
eases of this category. From our experi- 
ments, in which administration of L-tyrosine 
unfailingly aggravated the clinical signs of 
patients having collagen disease and in which 
2,5-DHPPA was constantly excreted in their 
urine, it is possible to infer that the block 
of the intermediary metabolism of phenyl- 
alanine and tyrosine at its metabolic stage 
from 2,5-DHPPA to homogentisic acid is 
one of the most important etiological factors 
of the disease, although we know that there 
are various other acquired factors involved. 
Since the four maladies resulting from the 
metabolic blocks of phenylalanine and ty- 
rosine are all found to be due to some 
inherent defect in patients, the excretion of 
2,5-DHPPA in the urine may possibly be 
attributed to the congenital absence of enzy- 
matic action. This leads to the conclusion 
that collagen disease is closely correlated 
with the metabolic block of phenylalanine 
and tyrosine inherent in patients. 

It is very interesting that in spite of the 
fact that homogentisic acid (having acetic 
acid in its side-chain) is constantly excreted 
in alkaptonuric urine there is no marked 
intoxication. However, phenylpyruvic, /- 
hydroxyphenylpyruvic, and 2,5-dihydroxy- 
phenylpyruvic acids (all of which have a 
keto acid radical in their side-chains) are 
the etiologic factors of phenylketonuria, ty- 
rosinosis, and collagen disease, respectively, 
with their specific toxic symptoms. Also, 
Montogomery '§ states that the pathologic 
changes to be seen in the blood, kidney, 
heart, liver, and spleen are not specific but 
tather suggest a general toxic process in the 
case of disseminated lupus erythematosus. 


We are convinced that a biochemical clue 
has now been found to the etiology of col- 


lagen disease. 


Nishimura et al. 
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Summary 


We detected 2,5-dihydroxyphenylpyruvic 
acid in the urine of patients having diffuse 
collagen disease. This substance was con- 
stantly excreted in the urine of patients 
having collagen disease, and none of it was 
to be found in the urine of their unafflicted 
family members or in patients having other 
diseases and healthy persons. 


Administration of L-tyrosine aggravated 
the clinical signs of collagen disease. 


Dr. R. Iwatsuru, Director of the Wakayama 
Medical College Hospital, and Prof. M. Suda of 
the Nutrition Department of Osaka University 
gave assistance. Prof. K. Ichihara of the Bio- 
chemistry Department of Osaka University sup- 
plied synthetic 2,5-dihydroxyphenylpyruvic acid. 


Department of Dermatology, Wakayama Medical 
College Hospital, Nanaban-cho, Wakayama City. 
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Vascular Reactions in Chronically Inflamed Skin 


III. Action of Histamine, the Histamine Releaser 48-80, and Monoethanolamine 


Nicotinate (Nicamin) 


WILLIAM B. REED, M.D.; ROBERT R. KIERLAND, M.D., and CHARLES F. CODE, M.D., Rochester, Minn. 


Parts I and II of these studies on vascular 
reactions in chronically inflamed skin dealt 
with mechanical cutaneous stimulation, in- 
hibition of white dermographism, and the 
action of epinephrine, phentolamine (Regi- 
tine), acetylcholine, and methacholine (Mech- 
olyl).4? This third and final part will 
consider the action of histamine and the 
histamine releaser called “48-80” (condensa- 
tion product of p-methoxyphenylethyl-meth- 
ylamine and formaldehyde) and the action 
of monoethanolamine nicotinate (Nicamin), 
an organic salt of nicotinic acid. 


Action of Histamine and the 
Histarnine Releaser 48-80 


Histamine, when introduced into the skin, 
produces the well-known triple response. 
The three components of this response are 
local reddening from local vasodilatation of 
minute vessels, the widespread dilatation of 
neighboring arterioles caused by a local neu- 
tal response (the axon reflex), and the 
local enlarging wheal produced by increased 
vascular permeability. This reaction to hista- 
mine is similar to that seen after mechanical 
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stroking of the skin. Lewis* considered 
that injury to epidermal cells caused release 
of a diffusible “H” substance that in turn 
acted on the neural and vascular elements in 
the skin. This “H” substance has been 
proved to be histamine, for histamine is 
the only agent that can reproduce the triple 
response when given in extremely low con- 
centrations. Histamine is probably present 
in the tissues in a bound form, which re- 
quires some insult to the cells to cause its 
liberation. Mast cells contain large concen- 
trations of histamine as well as heparin; 
after stimulation, they lose their granules 
and release histamine.* 

Histamine is a decarboxylation product 
of histidine, an essential amino acid. It can 
be inactivated in the body by three mecha- 
nisms, namely, by histaminase, which is a 
diamine oxidase, by conjugation with acetic 
acid, and by intracellular binding. Binding 
in tissue followed by enzymatic destruction 
probably causes its rapid inactivation in 
tissues. 

The skin of man contains considerable 
amounts of histamine. Harris,® Pellerat and 
Murat,® and Nilzén’™ extracted histamine 
from the skin and assayed it biologically, 
with closely similar results. However, they 
did not produce a pure crystalline form of 
histamine. 

Lewis * found that pain, itching, and “H” 
substance often were associated. However, 
he ® did not ascribe to histamine the role 
of a chemical mediator of pain. Lewis and 
Marvin ® found that a histamine-like sub- 
stance was liberated when the skin was stim- 
ulated by painful but not injurious stimuli. 

Cormia 7° investigated pruritus induced by 
histamine. He found that the threshold for 
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itching was decreased when histamine was 
injected into the involved skin of patients 
with various types of eczema, such as neu- 
rodermatitis (Vidal’s disease), pruritus of 
the anus and scrotum, atopic dermatitis, and 
nummular eczema. Cormia and Kuyken- 
dall11 found that the histamine wheal be- 
came enormous after the administration of 
methacholine, attaining the dimensions of 
the histamine flare, but that pruritus de- 
creased or disappeared. After application of 
a tourniquet, the wheal was inhibited but 
the flare and itching were unaffected. They 
concluded that pruritus is a result of patho- 
logic changes in the flare within the wheal 
and that this concept approximates closely 
the known facts about the diffuse nature of 
itching. Cormia and Kuykendall’? found 
further that the injection of epinephrine 
before histamine was given reduced the flare 
response and also diminished the induced 
pruritus, probably because of vasoconstric- 
tion. 

Staub * found synthetic antihistaminics 
to be without effect on the triple response. 
Parrot,1* using another type of antihista- 
minic, found the response to be diminished 
by oral administration of 0.2 to 0.4 mg. of 
dimethyl-amino-ethyl benzyl-aniline (An- 
tergan). Elias and McGavack © showed that 
diphenhydramine (Benadryl) hydrochloride 
given orally reduced both the wheal and the 
flare reactions to histamine; in some in- 
stances, 10 days of treatment with daily 
doses of 300 mg. of diphenhydramine com- 
pletely abolished the wheal and flare. Lewis 
and Marvin demonstrated the anesthetic ac- 
tion of antihistaminic drugs injected intra- 
dermally. Code and _ associates’® also 
demonstrated that diphenhydramine given 
intradermally possessed anesthetic properties 
and reduced the size of the flare response, 
in a manner similar to that of procaine. 
Even after its anesthetic properties were 
lost, diphenhydramine still exerted a consid- 
erable flare-reducing effect. Other antihista- 
minics have been shown to have a similar 
action. 


264 








A. M. A. ARCHIVES OF DERMATOLOGY 


The response to histamine in atopic der- 
matitis was studied by Eyster and associ- 


ates 17; the flare portion of the triple 
response was missing in all six patients 
examined. Norrlind 1* found a lack of the 
flare reaction around the wheals resulting 
from positive reactions to tests of allergens. 
Kalz and associates ?® noted that only 14 
of 32 patients with atopic dermatitis had 
flares after injection of histamine. The 
patients were given psychiatric examinations, 


and these observers hypothesized that the 


absence of flare corresponded to the sup- 
pression of feelings of resentment and anger 
in the patient. Some patients, after inter- 
views designed to relieve and discharge 
previously inhibited aggression, showed a 
flare response that had not been present 
before the interview. Thus, Kalz and co- 
workers inferred that the flare response was 
controlled in part by mental processes from 
the cerebrum and was not simply a short 
axon reflex independent of higher nerve 
centers. 

Certain compounds of dissimilar chemical 
composition have the property of releasing 
histamine in the tissues and are called “‘his- 
tamine liberators.” Sollmann and Pilcher 
rejected the possibility that morphine and 
other alkaloids of opium could release hista- 
mine. Lewis* found that morphine in high 
concentrations caused the triple response 
when injected into the sxin. Feldberg and 
Paton *1 noted that various compounds, such 
as 4,4’-diamidinodiphenoxy-propane dihy- 
drochloride (Propamidine), tubocurarine, 
morphine, apomorphine, codeine, and antry- 
cide, released measurable amounts of hista- 
mine from an isolated perfused piece of 
skin from the medial aspect of the thigh in 
cats. They also suggested that the release 
of histamine from the perfused tissues by 
the histamine liberators occurs explosively 
and that the released histamine then is 
washed out gradually by the perfusing 
fluid. 

Feldberg and Paton also studied the pow- 
erful histamine liberator known as 48-80, 
first discovered by Baltzly and associates * 
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VASCULAR REACTIONS IN INFLAMED SKIN 


when they were analyzing the depressor 
action of certain isoquinoline derivatives. 
They found that the depressant action was 
caused by certain products of contamination 
from the condensation of phenylethylamine. 
One of these compounds, namely, 48-80, 
greatly decreased a dog’s blood pressure 
when given in extremely small amounts. 
Paton 7? noted that this compound released 
considerably more than its own molecular 
equivalent of histamine, 1 molecule of 48-80 
liberating up to 30 molecules of histamine. 
The triple response was produced in human 
skin when this compound was injected in- 
tradermally in a dilution of 1:1,000,000. 
Benjamin and associates ** reported a case 
in which cutaneous allergic reactions fol- 
lowed the intradermal as well as the ionto- 
phoretic introduction of 48-80 into the skin. 
Rostenberg and Bluefarb*® found that 
nearly all patients who had lymphoma re- 
acted normally to 48-80 and histamine (24 
reactors and 3 nonreactors to histamine, and 
21 reactors and 3 nonreactors to 48-80). 

Benjamin 7* noted that the iontophoretic 
introduction of 48-80 resulted in reduction 
of the cutaneous flare and wheal when 48-80 
was introduced again, 24 to 72 hours later. 
The threshold for pain was decreased at 
the site of the wheal but was increased in the 
region of the flare; after repeated in- 
jection of 48-80 at the same site, the thresh- 
old for pain was unchanged but the flare 
was reduced. Chlorpheniramine (Chlor- 
Trimeton) maleate, an antihistaminic, given 
iontophoretically reduced the degree of pain 
and the size of the cutaneous flare but not 
the wheal formation. Benjamin concluded 
that the reaction patterns of pain, cutaneous 
flare, and wheal are not parallel and that 
each reaction must have a separate physi- 
dlogic mechanism. 


Procedure 

Histamine (1:10,000 and 1:100,000) was in- 
jected into the skin of patients with atopic derma- 
titis, disseminated neurodermatitis, psoriatic 
erythroderma, and mycosis fungoides. The cu- 
taneous reactions to histamine were photographed 
at 3, 5, and 15 minutes, with Kodachrome film at 
a fixed distance. After development of the film, 
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the color transparencies were projected on a 
screen. The aforementioned three components 
of the triple response were noted and analyzed. 
The presence or absence of a flare was noted, 
along with the formation of any wheal. The com- 
pound 48-80 (1:100,000 and 1:500,000) also was 
injected into abnormal skin to determine if the 
normal triple response would be elicited from any 
released histamine. 

All sites selected for injection showed varying 
degrees of white dermographism to a_ strong 
mechanical stimulus, and studies were performed 
on the effect of white dermographism on the re- 
action to histamine. Observations also were made 
on the pruritus induced by histamine. 

In preliminary observations, 48-80 (1:100,000 
and 1:500,000) was injected into the skin of 10 
normal men before it was given to patients. It 
was injected only once in each person because 
of the possibility of sensitization, as reported by 
Benjamin and associates, if repeated injections of 
48-80 are given. 


Results 


The results are summarized in the accom- 
panying Table. When histamine or 48-80 
was injected into both normal and inflamed 
skin, a wheal and a flare were produced. 
In the normal skin of the afore-mentioned 
10 men, the reaction produced by histamine 
(1:10,000) corresponded in size to that 
given by 48-80 (1:100,000). 

Enlargement of the wheal produced by 
histamine was noted in the first 15 minutes, 
but the final size of the-wheal was dependent 
on the acuteness of the cutaneous inflamma- 
tion. The size of the wheal was reduced in 
more acute conditions but was more nearly 
normal in size in chronically inflamed and 
slightly erythematous skin. The size of the 
flare also was reduced in the more acute 
inflammatory processes, the flare being 


Flare Response to Intradermal Injection of 
Histamine and 48-80 in Patients with 














Dermatoses 
Reaction to 
Histamine Reaction to 48-80 
Dermatoses 
Strong Weak None Strong Weak None 
2, . 
ermatit 18 14 2 14 
Disseminated ey ‘ 
neurodermatitis 3 5 1 1 6 0 
Psoriatic 
erythroderma 2 5 0 0 1 3 
yeosis 
fungoides 2 1 0 0 1 0 
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masked partly or completely by the already 
dilated minute vessels of the skin. In atopic 
dermatitis, the flares were normal (strong) 
in 18 patients and weak in 14. Only two 
patients with atopic dermatitis had no notice- 
able flare, and the disease was severe in both 
of them. 

Injection of 48-80 into normal skin pro- 
duced a strong flare. Inflammation of the 
skin reduced the size of the flare produced 
by 48-80, the reduction paralleling the acute- 
ness of the cutaneous disease. The size of 
the wheal also was reduced noticeably in 
the more acute inflammatory conditions, the 
reduction being more pronounced with 
48-80 than in the case of histamine. The 
weaker response to 48-80 may have resulted 
from two factors, namely, (1) the hista- 
mine released was removed almost immedi- 
ately by the increased circulation in the 
skin, and (2) the amount of bound hista- 
mine available was reduced, with less hista- 
mine being liberated by 48-80. Injection 
of 48-80 also elicited the same burning and 
pruritus as did histamine. 

Reduction in the size of the wheal and 
flare produced by 48-80 also was noted in 
psoriatic erythroderma and disseminated 
neurodermatitis, the change again being de- 
pendent on the stage of cutaneous inflam- 
mation. None of the other studies previously 
done on the flare response have mentioned 
the state of the skin. 

The preparation of the skin for the injec- 
tion is also important, for rubbing the skin 
produces white dermographism. When his- 
tamine was injected into a zone of vasocon- 
striction (white dermographism), the usual 
flare was absent or reduced, in contrast to 
the flare produced by histamine injected into 
adjacent skin that was not rubbed. As the 
vasoconstriction of the skin diminished, the 
flare slowly appeared, first around the wheal 
and then in more peripheral regions. The 
vasoconstriction from the white dermo- 
graphism was thus a more powerful effect 
than was the dilatation from the axon reflex. 


If the sites of injection of histamine or 
48-80 were rubbed, two reactions were noted. 
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After rubbing, the flare portion of the triple 
response was more noticeable than usual in 
the first 30 seconds, but soon thereafter 
vasoconstriction developed, appearing first in 
the distal parts of the flare; in another 
minute, even the flare around the wheal was 
lost or diminished. This reduction in the 
flare was more noticeable in patients who 
had pronounced white dermographism. The 
flare was greater with higher concentrations 
of histamine and was less affected by the 
vasoconstriction induced by rubbing. The 
vasoconstrictive effect was easily produced 
on the reaction induced by histamine in a 
1:100,000 concentration. 

When histamine or 48-80 was injected 
into inflamed skin, the patients complained 
bitterly of burning and itching in the af- 
fected parts. They immediately had a de- 
sire to scratch these areas. The scratching 
produced white dermographism and reduced 
the pruritus. When the white dermograph- 
ism lessened, the pruritus returned, causing 
more scratching. As already noted, Cormia 
and Kuykendall 1"! showed that the flare 
response was responsible for pruritus and 
that epinephrine, by constricting the vessels, 
reduced pruritus. Perhaps white dermo- 
graphism, in bringing forth vasoconstriction, 
is one of the mechanisms in the reduction of 
pruritus in a patient. 

The wheal of the triple response induced 
by histamine or 48-80 appeared white and 
was elevated, as a plateau, on the skin. The 
whiteness of the wheal did not appear to be 
the same as that produced by epinephrine 
or the delayed blanch resulting from injec- 
tion of acetylcholine. After an hour, the 
wheal became less elevated, with loss of the 
surrounding flare. The wheals in some pa- 
tients remained white and, at that time, 
closely resembled adjacent delayed blanch 
reactions induced by acetylcholine. 


Action of Monoethanolamine Nicotinate 

Nicotinic acid is one of the essential 
vitamins. It is related chemically to nicotine 
but possesses none of the pharmacologic 
properties of the latter. It functions in the 
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body in the form of the amide, which is as 
active as the acid. 

Nicotinic acid given orally causes flushing 
of the face and a feeling of warmth, due 
to vasodilatation from a direct effect on 
blood vessels. This blush effect may last for 
two hours and sometimes is accompanied 
by itching and burning. This vascular ac- 
tion is not shared by nicotinamide. In 
order to achieve this flush reaction, nico- 
tinic acid must be given in unphysiologically 
large amounts, indicating that the action is 
pharmacologic rather than physiologic. 

Illig 27 reported an “anemic reaction” to 
the percutaneous absorption of esters of 
nicotinic acid in 33 of 47 patients who had 
neurodermatitis. However, he rubbed the 
ointment into the skin of these patients. 

Present Study.—Doses of 0.1 ml. of 
1:1000 monoethanolamine nicotinate (Ab- 
bott), a solution of nicotinic acid combined 
with monoethanolamine, were injected in- 
tradermally into 10 patients who had atopic 
dermatitis and 5 patients with normal skin. 
The reaction was compared with that in- 
duced by injection of 0.1 ml. of an isotonic 
solution of sodium chloride. In normal skin, 
a red wheal appeared, with a flare similar to 
that caused by the saline. In inflamed skin, 
the reaction was little different from that 
produced by saline, with perhaps somewhat 
more of a flare being present. Sometimes a 
blanch appeared immediately after injection, 
but this disappeared in 5 to 10 minutes. 

Thus monoethanolamine nicotinate, which 
breaks down in the skin into nicotinic acid, 
does not have the paradoxic action of acetyl- 
choline, namely, the delayed blanch. Illig 
apparently was dealing with white dermo- 
graphism in his aforementioned work, for 
he found the “anemic reaction” only when 
the ointment was rubbed into the skin of 
patients who had neurodermatitis. The nor- 
mal controls showed the hyperemic reaction 
that occurs when any ointment is rubbed into 
normal skin. 


Summary and Conclusions 
The flare response to histamine depends 
on the acuteness of the inflammation present. 
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The flare after an injection of histamine in 
patients who have white dermographism 
can be reduced or abolished when the af- 
fected skin is rubbed before or after the 
injection. Histamine-induced pruritus may 
be reduced by stroking the skin and thus 
abolishing the flare response by producing 
vasoconstriction of the minute vessels of the 
skin. With release of constriction, the pru- 
ritus returns. A potent histamine releaser 
called 48-80 (condensation product of 
p-methoxyphenylethyl-methylamine and for- 
maldehyde) has less activity in acute in- 
flammatory conditions than it has in normal 
skin and in skin affected by chronic inflam- 
mation. This reduction in the size of the 
wheal and the flare response in acute condi- 
tions could be the result of both increased 
vascularity of the skin and a decrease in 
the bound histamine in the skin. 

Monoethanolamine nicotinate (Nicamin), 
an ester of nicotinic acid that has nicotinic 
acid activity, does not produce a delayed 
blanch when injected intradermally. 

Any study of percutaneous absorption in 
patients who have white dermographism will 
be influenced by the strong tendency to- 
ward vasoconstriction when the skin is trau- 
matized. 


Mayo Clinic. 
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Pyoderma Gangrenosum with an Unusual Syndrome 


of Ulcers, Vesicles, and Arthritis 


SAMUEL AYRES Jr., M.D., and SAMUEL AYRES Ill, M.D., Los Angeles 


Cases presenting unusual chronic and re- 
curring ulcerations of unknown or debatable 
etiology have been reported over a period 
of years in both dermatological and surgical 
literature. The cases vary considerably as 
regards acuteness or chronicity; size, depth, 
and multiplicity of lesions, and other accom- 
panying or complicating symptoms. Possibly 
several different entities are represented in 
the reported cases, although the Meleney- 
type ulcer,’ containing a symbiotic growth 
of microaerophilic streptococci and staphy- 
lococci, and the cases described by Brun- 
sting, Goeckerman, and O’Leary in 1930? 
as pyoderma gangrenosum may be variants 
of the same entity. 

These authors reviewed the extensive lit- 
erature on obscure ulccrative and gangre- 
nous lesions and reported five cases of an 
entity which appeared to represent a syn- 
drome consisting of unusual recurring 
cutaneous ulcers associated with a chronic 
debilitating systemic infection. In four of 
the five cases, the underlying condition was 
ulcerative colitis of long duration, and the 
other patient suffered from chronic em- 
pyema. Accompanying acute polyarthritis 
was noted in two of the cases, and crops of 
pustules, some of which developed into 
ulcers, were noted in four of the cases. 
The ulcers were described as sloughing or 
gangrenous, often spreading rapidly, with 
undermined purplish borders surrounded by 
an erythematous halo. 

The authors were able to culture a mix- 
ture of staphylococci and hemolytic strepto- 
cocci from most of the ulcers, which they 
regarded as significant, but they also noted 
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a striking parallel relationship between ex- 
acerbations of the underlying infection, such 
as the ulcerative colitis, and a flaring up of 
the cutaneous lesions. They considered that 
healing of the cutaneous lesions was de- 
pendent upon the successful treatment of the 
systemic disease. 

This pioneering work of Brunsting and 
his associates established the term pyoderma 
gangrenosum as an entity among the group 
of obscure chronic and recurring ulcerative 
lesions and related it etiologically to chronic 
ulcerative colitis or some other debilitating 
disease. 

A number of substantiating reports fol- 
lowed, including one by Jankelson and Mc- 
Clure,? who recorded the association of 
chronic cutaneous‘ulcers and chronic ulcera- 
tive colitis in seven cases; a report by 
Felson,* who cited the association of severe, 
rapidly spreading, undermining ulcers and 
ulcerative colitis in foyr cases, and a report 
by Russell,5 who also described four cases 
of phagedenic ulcers or pyoderma in asso- 
ciation with ulcerative colitis. Of these addi- 
tional 15 cases, acute arthritis was mentioned 
in 2 but no vesicular lesions were recorded. 

More recently, Perry and Brunsting ® 
have reviewed 19 cases of pyoderma gan- 
grenosum observed at the Mayo Clinic dur- 
ing the five-year period between 1949 and 
1954. Eleven of these had ulcerative colitis, 
and an additional six either had or gave a 
history of having had other gastrointestinal 
complaints. 

Arthritis was observed in slightly more 
than half of this series of patients and was 
characterized as “varying in severity from 
that of persistent pain in some joints accom- 
panied by few local changes, if any, to that 
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of multiple joint involvement characterized 
by redness, swelling, pain and tenderness 
and by objective changes that were recog- 
nized roentgenographically.” The arthritis 
preceded the lesions of pyoderma gangre- 
nosum in six of these patients. Anemia was 
another frequent complication. 

Of these 19 patients, 3 were observed to 
have blistering eruptions, indistinguishable 
from dermatitis herpetiformis from the 
standpoint of both their clinical features and 
their response to sulfapyridine; 2 other 
patients gave histories suggestive of such 
an eruption. One patient, whose case was 
described in more detail, paralleled both 
clinically and therapeutically our Cases 1 
and 2. This patient, a 28-year-old woman, 
had ulcers of the legs considered to be 
characteristic of pyoderma gangrenosum, a 
pruritic blistering eruption of the trunk re- 
garded as an atypical case of dermatitis 
herpetiformis, and rheumatoid arthritis of 
the hands and feet. There were apparently 
no gastrointestinal manifestations. Sulfa- 
pyridine in a dose of 1 gm. three times a 
day resulted, in a period of two weeks, in 
a 90% improvement in the ulcers and a 
complete control of the blistering eruption. 
The patient subsequently reported that her 
skin remained free as long as she took the 
sulfapyridine. No mention was made of the 
effect of sulfapyridine on the arthritis. 

In addition to sulfapyridine, these authors 
used a related drug, salicylazosulfapyridine 
(Azulfidine), which they felt produced su- 
perior results, and recommended giving it 
in a dose of 0.5 gm. every three hours for 
seven or eight doses during a 24-hour pe- 
riod: For maintenance therapy, they sug- 
gested that the drug be taken for 10 days, 
alternating with a 10-day rest period. It 
was effective in controlling the ulcerative 
colitis as well as the cutaneous lesions. 

The authors stated that histological and 
bacteriological studies failed to shed any 
new light on the cause of pyoderma gangre- 
nosum and that there was no common or- 
ganism responsible for the skin lesions and 
the underlying systemic disease. 
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Wright and Greco? have recently reported 
the successful control of a case of pyoderma 
gangrenosum by the administration of cor- 
tisone. Their patient was a 47-year-old 
white man who gave a recent history of 
alcoholism but who had been in good health 
until about six months prior to being seen. 
His condition began with two small “pim- 
ples” which developed into ulcers. These 
gradually healed, but more and larger lesions 
developed which had necrotic bases and 
well-demarcated undermined bluish-red bor- 
ders. No arthritis, colitis, or vesicular le- 
sions were noted. Laboratory studies were 
essentially normal except for the finding of 
low serum albumin and y-globulin values 
and the culturing of various streptococci and 
staphylococci. Various antibiotic prepara- 
tions used both internally and externally 
were without benefit. 

On the theory that the ulcers might rep- 
resent an abnormal and violent antigen-anti- 
body reaction, analagous to the Shwartzman 
phenomenon,’ rather than an actual local 
infection, the authors reasoned that cortisone 
would, by abolishing this harmful reaction, 
result in benefit, whereas if the lesions were 
caused by a local infection, the cortisone 
would result in aggravation and extension 
of the lesions. The ulcers healed rapidly 
under cortisone therapy, and new lesions 
which developed later also responded. The 
serum y-globulin, as might have been antici- 
pated, was even lower after the cortisone, in 
spite of the fact that the ulcers had healed. 

The authors also speculated on whether 
the hypogammaglobulinemia may have pre- 
disposed the patient to the ulcers but quoted 
Marcussen,® who reported a case of pyo- 
derma gangrenosum with hypogammaglob- 
ulinemia who was treated with large doses 
of y-globulin without influencing either the 
serum level of y-globulin or the ulcers, 
which continued to spread. 

We have encountered an occasional case 
of recalcitrant ulcers of undetermined eti- 
ology. One such case, which was reported 
in 1936,!° occurred on the thigh in an other- 
wise healthy physician and after slowly 
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spreading during an 1l-month period, in 
spite of all manner of internal and external 
therapy, including excision, was finally cured 
by maggot treatment. The patient has had 
no further lesions. Another healthy 72-year- 
old man is currently under treatment for 
several small recurrent and undermined 
ulcers on his back which have bothered him 
at intervals for 3%4 years. The lesions have 
not been especially tender and have never 
been larger than a dime to a quarter, and 
there have seldom been more than one or 
two at a time. The patient says that he had 
never been sick in his life until his present 
trouble began and had never previously 
called on a doctor except for life insurance 
examinations, which have always been satis- 
factory. Are these two cases examples of 
pyoderma gangrenosum or do they represent 
the so-called symbiotic ulcer of Meleney or 
some other entity? 

Our attention was particularly focused on 
two patients who were under our observa- 
tion simultaneously over a period of years 
and whose triad of symptoms—chronic, re- 
curring ulcers; vesicular lesions resembling 
dermatitis herpetiformis, and chronic ar- 
thritis—intrigued us into the thought that 
perhaps we were dealing with a new entity. 
For lack of a known diagnosis, we face- 
tiously labelled the entity the G-H syndrome, 
in honor of the two patients involved. We 
did not at that time consider a diagnosis of 
pyoderma gangrenosum for two principal 
reasons. We had come to associate that 
diagnosis with ulcerative colitis or some 
other debilitating disease and with cutaneous 
ulcers which were more acute, extensive, 
and rapidly spreading. Neither of our pa- 
tients had any detectable underlying sys- 
temic disease; the ulcers were in general 
smaller, more chronic, and granulomatous 
in appearance, and both patients presented 
the added features of chronic arthritis and 
vesicular lesions. 

Perhaps another reason why we did not 
originally identify our provisional G-H syn- 
drome with pyoderma gangrenosum is that 
When we first presented our Case 1 before 
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the Los Angeles Dermatological Society in 
1943, the bulk of the discussion favored a 
diagnosis of either late syphilis or bromide 
eruption, and even Dr. Goeckerman, one 
of the co-authors of the original paper on 
pyoderma gangrenosum in 1930, thought 
that the patient had either bromoderma or 
iododerma. 

The recent paper by Perry and Brunsting 
has broadened the concept of pyoderma 
gangrenosum to include cases of cutaneous 
ulceration without ulcerative colitis or other 
detectable systemic disease and also to in- 
clude at least three patients who presented 
lesions resembling dermatitis herpetiformis. 
It is, of course, possible that the crops of 
vesicular lesions may represent a variant 
of the previously described crops of pustu- 
lar lesions, some of which developed into 
ulcers. 

CasE 1.—A 55-year-old white man was first seen 
Oct. 20, 1942, and was under more or less con- 
tinuous observation and treatment by us for the 
ensuing 11 years, after which his insurance carrier 
transferred him elsewhere. In response ‘to a 
letter, the patient came in for observation of his 
present status on April 15, 1956, more than two 
years after last being treated and more than 13 
years since first seen. 

The patient, who was employed as a guard in 
the Los Angeles Harbor Department, was referred 
originally because of ulcerations of the legs, thighs, 
and buttocks which had peen present for about 
seven months and which, according to the patient, 
began as a single ulcer on the shin after he struck 
his leg against a desk while at work. The ulcer 
became larger, and because there were some 
moderately enlarged veins in the legs, the patient’s 





Fig. 1 (Case 1).—Ulcerative lesions on thigh. 
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Fig. 2 (Case 1).—An ulcerative and granuloma- 
tous lesion showed a severe necrotic and inflam- 
matory reaction. 


physician assumed that he had a varicose ulcer, 
and the veins were treated by injecting a sclerosing 
solution. More lesions appeared, and the patient 
was put in a hospital, where he received various 
types of treatment, including sulfonamides orally 
and locally, ultraviolet light, potassium iodide by 
mouth, as well as some bromides. There was a 
history of arthritis of 10 years’ duration involving 
all joints. The history otherwise failed to disclose 
any clues. 

Examination’ revealed a thin middle-aged man 
with arthritic deformities of his hands and an 
extensive eruption covering the legs and thighs 
reaching almost to the buttocks. The lesions con- 
sisted of large and small ulcerations; the newer 
and smaller ones were brightly inflamed and 
pustular, and the older ones were larger, with 
sharply-defined circinate purplish necrotic borders 
and granulating bases. There were also superficial 
scars from previous lesions and moderate enlarge- 
ment of some of the veins in the legs. 

These ulcers healed, while the patient was 
hospitalized, with the use of continuous wet com- 
presses of alibour water (copper and zinc sulfate 
in camphor water), later chlorhydroxyquinoline 
ointment, and finally boric acid ointment. More 
ulcers developed subsequently, and during our pro- 
longed period of observation the patient had re- 
curring attacks of ulcerative lesions and also 
superficial vesicular lesions. The ulcers were the 
more striking and so dominated the picture that 
attention was not focused on the smaller and more 
superficial lesions until some time later. 

The ulcers were characteristic of the now 
familiar entity of pyoderma gangrenosum, having 
a circinate or mushroom-like form with a broad 
. erythematous zone along the advancing convex 
border, below which was a narrower, purplish, 
slightly raised area showing an undermining of 
the epithelium. Below this was an ulcerative area, 
followed by a broad, granulomatous zone showing 
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Fig. 3 (Case 1).—Early changes of rheumatoid 
arthritis of hands. 


some pus, followed in turn by a subsiding and 
healing area and finally an area of thin soft scar 
tissue. Most of the ulcers occurred on the legs 
and thighs, but some ulcers were also found else- 
where. Some of the ulcers were exceedingly slug- 
gish and persistent, but all of them healed 
ultimately. The ulcers had a tendency toward 
symmetrical distribution, but this was not in- 
variable. 

The more superficial lesions were strongly sug- 
gestive’ of dermatitis herpetiformis, were sym- 
metrical, and were at times fairly numerous, 
although on some occasions they were few in 
number. These lesions were pruritic and consisted 
of flaccid vesicles, vesicopustules, papules, and 
crusts. Most of these lesions healed without com- 
plication, but occasionally it was observed that 
one of them developed into a typical ulcer. 

Blood bromide determinations were done on three 
occasions. On Nov. 9, 1943, “no measurable 
amount” of bromide was reported. On Sept. 2/, 
1944, a “trace” of bromide was found, about 2 mg. 
per 100 cc. of blood (normal is under 25 mg. per 
100 cc. of blood). On Jan. 6, 1948, there was less 
than 10 mg. bromide per 100 cc. of blood. 

One blood iodide determination on Jan. 6, 1948, 
revealed 6yg. of organic iodine per 100 cc. of blood 
(normal is 5 to 7ug. per 100 cc. of blood). 

Microscopic examination of a biopsy specimen 
from an ulcerative and granulomatous lesion re- 
vealed the epidermis to be intact in part of the 
section; however, it became attenuated and dis- 
appeared, leaving a denuded surface, in another 
portion of the section. Throughout the entire 
depth of the thick section there was a severe 
necrotic and inflammatory process. This consisted 
of areas of heavy polymorphonuclear leukocytic 
infiltration, areas of granulation tissue with poly- 
morphonuclear and lymphocytic infiltration, areas 
of hemorrhage, and still other areas varying from 
partial to complete necrosis. 
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Fig. 4 (Case 1).—Biopsy from a vesicopustule 
in the popliteal fossa revealed a subepidermal lesion 
with an acute inflammatory process extending deep 
into the cutis. 


Microscopic examination of a vesiculopustular 
lesion in the popliteal fossa revealed a subepidermal 
pustule containing a large number of polymorpho- 
nuclear leukocytes and a moderate number of 
eosinophils. There was an acute inflammatory 
process extending beneath the pustule deep into the 
cutis. 

Many laboratory examinations were carried out, 
including serological studies, blood counts, urine 
examinations, blood chemistry determinations, 
bacteriological and mycological studies, and addi- 
tional histological examinations. None of these 
tests was revealing. Various bacteria were isolated 
on culture, but on many occasions no growth was 
obtained even when cultures were made from 
unopened lesions or from the base of freshly 
excised tissue. 

Many types of therapy, both internal and ex- 
ternal, were tried, with indifferent results. Finally, 
because of the resemblance of the vesicular lesions 
to dermatitis herpetiformis, and with the thought 
in mind that the ulcers might represent an unusual 
manifestation or complication of this disease, sulfa- 
pyridine was prescribed and proved highly effective 
in controlling both the vesicular and ulcerative 
lesions as long as it was taken. Some time after 
leaving our care the patient developed a severe 
anemia, and the administration of sulfapyridine 
had to be discontinued. 

This patient at no time had any history or symp- 
toms of ulcerative colitis or any other gastro- 
intestinal disorder. A medical consultant failed 
to disclose any abnormality except for rheumatoid 
arthritis, a mild secondary anemia, and probably 
astate of undernutrition. No foci of infection were 
found. In addition to the sulfapyridine, various 
supportive measures were given, including vitamins, 
crude liver extract, etc. 

Case 2.—A man aged 47, of German extraction, 
Was first seen on Aug. 3, 1947, having been re- 
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Fig. 5 (Case 2).—Vesicular lesions and scars 
on buttock and thigh. 


ferred by a compensation insurance company be- 
cause of numerous ulcers which had begun nearly 
two years previously when he accidentally cut his 
right third finger while at work. He stated that 
shortly thereafter his right hand broke out with 
“open sores” and that gradually similar lesions 
appeared elsewhere. He stated that he had never 
been completely healed since the onset. 

Prior to his first visit the patient had received 
many kinds of treatments, including penicillin and 
other injections, light treatments, and various local 
medications. Blood tests and spinal fluid examina- 
tions were reported as negative. 

Examination disclosed extensive scarred areas— 
oval, round, and irregular in shape; pea to palm- 
sized; mostly on the legs, especially the posterior 
aspects; on the buttocks; on the posterior and 
outer aspects of the thighs; on the extensor aspects 
of the elbows; on the posterior and medial surfaces 
of the arms; over the knuckles, especially of the 
third finger of each hand, and on the anterior 
aspect of the scrotum and completely surrounding 
the penis just proximal to the glans. The scars 
were soft, white or violaceous, and superficial, 
with.a reticulated appearance in places due to tiny 
islands of normal skin. 

About the borders of some of these scars, 
especially on the legs, were discrete and confluent 
0.5 to 2 cm. sized purplish, crusted, and slightly 
thickened ulcerated areas; also, some ulcers oc- 
curred independent of scars. Pus was found be- 
neath the crusts. 

The patient’s throat appeared red and his lower 
gum was inflamed, and the remaining lower teeth 
looked as though they might be infected. 

This patient came under our observation about 
five years after we had first seen Case 1, who was 
still under treatment, and the resemblance between 
the lesions of the two patients was very striking. 
There was no complaint of any joint manifestations 
until May 4, 1949, nearly one and one-half years 
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Fig. 56 (Case 2).—A vesicopustule was partially 
intradermal and partially subepidermal and con- 
tained many leukocytes, lymphocytes, and much 
debris. 


after his first visit, when the patient came in with 
an acute outbreak of vesicopustules strongly sug- 
gestive of dermatitis herpetiformis, which had been 
present about a week. The patient stated that the 
new outcrop of dermatitis herpetiformis-like lesions 
on the right buttock and thigh, back of the right 
leg, the right elbow, and the back of the left hand 
coincided with a feeling of stiffness, swelling, and 
pain in all joints. The patient then stated that over 
an indefinite period of time he had occasionally 
experienced. a feeling of weakness and stiffness. 
Subsequent to this particular visit, however, the 
joint manifestations became a more prominent 
feature of his illness, with transitory swellings of 
various joints, and at the time of his most recent 
visit, on April 12, 1956, after an absence of six 
years, it was noted that the patient had considerable 
arthritis in various joints and that the hands and 
several fingers were swollen and held in a semi- 
flexed position. 

As in Case 1, many types of treatment and 
laboratory procedures were carried out with in- 
different results, with the exception that sulfapyri- 
dine appeared to offer the most relief both for the 
vesicular and ulcerative types of skin lesions and 
for the arthritis. The patient has continued taking 
sulfapyridine since leaving our observation six 
years ago, and his present physician prescribes it 
for him reluctantly because the patient insists that 
nothing else helps him as much. 

Laboratory findings were essentially negative. 
All smears, whether examined under 40% KOH 
or stained by Wright’s or Gram’s method, were 
negative. No fungi, bacteria, or inclusion bodies 
were found. Practically all cultures on various 
media and in several laboratories were negative. 
Attempts to grow viruses from unopened herpetic- 
looking vesicles were unsuccessful. Numerous 
blood counts and urine examinations were within 
normal limits. Blood platelet counts were normal. 
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A biopsy was performed on an_ unopene 
herpetic-looking vesicle on Oct. 28, 1947, with the” 
following findings: The section revealed a vesico- 
pustule which was partially intraepidermal and” 
partially subepidermal. It contained many poly- 
morphonuclear leukocytes, lymphocytes, and con-. 
siderable necrotic debris. There was a perivascular 
lymphocytic infiltrate throughout the cutis, adjacea 
to and beneath the vesicopustule. 

A second biopsy was performed Aug. 12, 1949, 
on a fresh, unopened vesicopustular lesion on thi 
dorsum of the right hand. A slide of this biopail 
specimen, together with a Kodachrome picture of 
the lesion and a brief history of the case, was 
submitted to Dr. Fred Weidman for an opinion, 
with the question raised as to whether this could 
be an unusual type of dermatitis herpetiformis, 
His report in part stated, “Histologically, all that 
can be said in favor of dermatitis herpetiformis is 
that the bulla is subepidermal. After that, there is 
not any eosinophilia, and the fluid contents of the 
bleb are not diffusing upward into the epidermis 
and destroying the basement membrane in the way 
that it ought to if it were dermatitis herpeti- 
formis. . . . In conclusion, . . . under pressure, I 
would prefer halogen dermatitis and after that 
some new entity and finally dermatitis herpeti- 
formis.” 

Careful questioning did not disclose any inges- 
tion of iodides or bromides, and the patient was 
cautioned against using iodized salt. 

An attempt was made to eliminate obvious foci 
of infection by removing infected tonsils and teeth, 
Urological consultation revealed chronic infection 
of the prostate, and this was treated for a short 
time before the patient left our care. 

There was no history at any time of diarrhea 
or symptoms suggesting ulcerative colitis. 

A medical consultant stated, “This case is an 
unusual entity. X-ray fails to reveal any bony 
changes or pathology, in spite of continuous in- 
volvements since 1945 about the joints. Peculiarly 
the articular involvement has been limited to the 
joints of the arms and legs and no manifestations 
have been noted in his spine. . . .” 

As in Case 1, there were two types of lesions, 
small superficial vesicular lesions and larger ul- 
cerated lesions with residual soft, tissue-paper-like 
scarring from old lesions. The superficial lesions 
occurred in crops of a few to many, and in general 
tended toward a symmetrical distribution and re 
sembled dermatitis herpetiformis. The ulcerated 
lesions resembled those in Case 1. 

Case 3.—A 49-year-old white woman was seef 
by us on one occasion when she was presented 
before the monthly Dermatological Staff Meeting 
of the Los Angeles County Genera! Hospital in 
April, 1953. Because of the similarity in appeat- 
ance of the combination of ulcers and rheumatoid 
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Fig. 7 (Case 3).—Active spreading ulcer on leg 
and superficial scarring from previous lesion. 


arthritis with that observed in our Cases 1 and 2 
we suggested the use of sulfapyridine, which 
brought about considerable improvement. No note 
was made of any vesicular lesions in this patient. 
The patient was in the hospital only one month. 
Laboratory procedures failed to disclose any signifi- 
cant findings. There was no history of colitis. 

Examination on admission disclosed a 10 in. 
wide superficial ulceration with purplish gran- 
ulomatous border (without evidence of undermin- 
ing) over the left hip; the surrounding skin was 
firm and inflamed. Over the right midtibia was a 
thickened plaque, erythematous and with discharg- 
ing superficial ulceration. There were well-healed 
scars over the right lower abdomen, both thighs, 
and both legs. The ulcers healed slowly on 
polymyxin B—bacitracin (Polysporin) ointment 
locally and sulfapyridine orally. 

Microscopic examination from an_ ulcerative 
lesion of the leg revealed an intact epidermis in a 
specimen from the edge of the ulcer, whereas the 
epidermis was absent in one taken from the ulcer 
floor. Both specimens showed a marked chronic 
inflammatory process extending deeply into the 
dermis and also invading and replacing the sub- 
citaneous fat (Wucher atrophy), the infiltration 
consisting chiefly of lymphocytes. 

Case 4.—A 61-year-old white woman was first 
sen in consultation in the hospital on Aug. 31, 
1956, because of ulcers on the left thigh. The 
patient had had rheumatoid arthritis for the past 
four years. She said that she had had a tendency 
to “catarrh” as long as she could remember, with a 
good deal of mucus in the nose and throat. The 
tonsils had never been removed, and the patient 
said she did not have sore throats. She stated 
that except for the arthritis and her present skin 
condition her health had been good. There was no 
listory of diarrhea or other gastrointestinal dis- 
turbance. 
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Fig. 8 (Case 4).—Early vesiculoulcerative lesion 
on breast. 


The skin condition began about four months 
prior to our first seeing her with a “blood blister” 
on the under surface of the right big toe which 
developed into an ulcer. Since then, according to 
the patient, small hemorrhagic vesicles had oc- 
curred in crops in various areas and with a 
tendency toward symmetrical distribution. Some 
of these had developed into ulcers, whereas others 
healed spontaneously. Some of the ulcers had 
finally healed. The patient had previously been 
under the care of a dermatologist who had 
cultured a variety of organisms from the lesions, 
including Proteus vulgaris, a yeast fungus, 
Escherichia coli (Bacillus coli), and various 
staphylococci and streptococci. In addition to 
various local and internal antibiotics and other 
medication, the patient had been taking predniso- 
lone in a dose of 5 mg. twice a day for the past 
two months to help control, the arthritis. 

Examination disclosed a slightly obese woman 
with pronounced arthritic deformities, especially 
of the hands. The skin lesions involved the left 
thigh, the right leg, and both big toes. On the 





Fig. 9 (Case 4).—Same lesion as in Figure 8, 
photographed three days later. 





medial and posterior aspects of the left thigh were 
four ulcers varying in size from 2.5 cm. to the 
size of a palm (9 to 10 cm.). These ulcers pre- 
sented raw, bleeding, granulating surfaces, with 
raised purplish borders, slightly undermined in 
places, and with a broad erythematous halo beyond 
the borders. On the medial aspect of the right 
leg was an oval purplish scar about 2.5 cm. in 
diameter. On the under surface of each big toe 
was a slightly purplish soft scar. No blisters were 
seen at this time. 

These ulcers healed when the patient was treated 
with sulfapyridine (discontinued after four days 
because of a morbilliform rash) and chloram- 
phenicol (Chloromycetin) orally and hydrogen 
peroxide glycerite locally. 

Later a new ulcer developed beneath the right 
breast which enlarged rapidly in spite of 
further chloramphenicol. Cultures from the thigh 
ulcer had grown a pure culture of P. vulgaris, but 
cultures from the new breast ulcer, both from the 
surface and from the base of a specimen removed 
for biopsy, revealed only a_ coagulase-negative 
Staphylococcus albus. Increasing the dose of 
prednisone, unlike the results obtained by Wright 
and Greco,” was of no benefit. This ulcer finally 
healed after the administration of salicylazosulfa- 
pyridine orally and 5% scarlet red ointment locally. 

Because of rectal bleeding, x-ray studies and a 
proctoscopic examination were made, but no ab- 
normalities were found except for a small pro- 
lapsing pedunculated anal polyp and moderately 
enlarged internal hemorrhoids, which probably ac- 
counted for the bleeding. The polyp was removed 
surgically. There was no history or evidence of 
colitis. An ear, nose, and throat consultant stated 
that the patient had atrophic rhinitis but that there 
was no evidence of focal infection. 

Microscopic examination of a biopsy specimen 
from the border of the ulcerated lesion on the 
right breast revealed a moderately acanthotic 
epidermis, beneath which the dermis was almost 
totally destroyed by an acute inflammatory process, 
with necrosis and a dense polymorphonuclear 
leukocytic infiltrate, with a moderate number of 
eosinophils. Special stains for fungi, acid-fast 
bacilli, and treponemata were negative. 

Other laboratory findings were noncontributory. 

While the patient described crops of “blood 
blisters” prior to coming under our observation, we 
did not see any vesicles resembling dermatitis 
herpetiformis such as occurred in Cases 1 and 2. 
The only vesicular lesions we actually observed 
were pea- to bean-sized hemorrhagic vesicles, one 
on the bottom of each big toe and a larger one on 
the left sole which formed a small ulcer requiring 
a number of weeks to heal. 
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Comment 


The concept of pyoderma gangrenosum 
has gone through a number of phases. Orig- 
inally such lesions were regarded as local 
infections of unusual types. Then Brewer 
and Meleney ! and others conceived the idea 
that at least some of these ulcers were 
caused by a symbiotic growth of a micro- 
aerophilic Streptococcus and a Staphylococ- 
cus. Later Brunsting, Goeckerman, and 
O’Leary* propounded the theory that even 
though the ulcers often contained such a 
symbiotic growth which may be of signifi- 
cance, the cutaneous ulcers were primarily 
dependent upon some underlying systemic 
infection, especially ulcerative colitis. Still 
later Rostenberg,® Clark,!* Wright and 
Greco,’ and others have brought up the 
possibility that the cutaneous lesions and 
even an associated ulcerative colitis may not 
be dependent one upon the other but both 
may be expressions of a violent antigen-anti- 
body reaction, analogous to the Shwartzman 
phenomenon, and this in turn has led to 
the employment of steroids in the treatment 
of pyoderma gangrenosum and also in the 
treatment of ulcerative colitis unassociated 
with cutaneous lesions, as reported by Sklar, 
Kirsner, and Palmer.%* 

Perry and Brunsting® were the first to 
report the occurrence of vesicular eruptions 
resembling dermatitis herpetiformis in asso- 
ciation with pyoderma gangrenosum and the 
control of both the vesicular and ulcerative 
lesions with sulfapyridine and salicylazosul- 
fapyridine. Arthritis in association with 
ulcers has been mentioned but never empha- 
sized by a number of authors, although 
Perry and Brunsting reported arthritis in 
varying degrees in slightly more than half 
of their series of 19 cases. 


Our small series of four cases serves still 
further to broaden the concept of pyoderma 
gangrenosum. This series is perhaps unique 
in that while all four patients presented 
clinically characteristic ulcerative lesions not 
one of them had ulcerative colitis or any 
obvious systemic infection. All four had 
fairly severe arthritis, and in three it was 
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definitely of the rheumatoid variety; two 
had vesicular lesions strongly suggestive of 
dermatitis herpetiformis, while a third had 
nontypical “blood blisters.’ All four were 
benefited but not cured by sulfapyridine or 
salicylazosulfapyridine, and in one case the 
sulfapyridine gave the greatest relief for all 
three symptoms: ulcers, vesicular eruption, 
and arthritis. 

We began the use of sulfapyridine in this 
condition in December, 1949, and our reason 
for using it was that the vesicular eruption 
strongly resembled dermatitis herperiformis, 
which is known to be benefited by this drug. 
We were surprised and gratified when not 
only the vesicular lesions but the ulcers as 
well responded to sulfapyridine, and it 
caused us to wonder if the ulcerative lesions 
might represent an aberrant form of derma- 
titis herpetiformis. This is probably not 
the correct answer, but it is curious that an 
eruption which looks so much like dermatitis 
herpetiformis should also respond to the 
one drug which uniquely benefits dermatitis 
herpetiformis, at the same time sharing the 
benefit with the ulcerative lesions. 

We were especially gratified therefore 
when we heard the paper by Perry and 
Brunsting which was presented at the June, 
1956, meeting of the American Medical As- 
sociation, in which they reported quite in- 
dependently the occurrence of vesicular 
lesions in cases of pyoderma gangrenosum 
and the response of both the vesicular erup- 
tion and the ulcers to sulfapyridine. It was 
this paper which prompted us to report on 
our small series of cases at this time. 


Summary 


A series of four cases of pyoderma gan- 
grenosum is reported in which we noted the 
following features : 

1. All four patients showed typical 
chronic recurrent spreading ulcers with 
taised purplish borders and an erythematous 
halo. 

2. All four patients had fairly severe 
chronic arthritis, and in three of these cases 
arthritis was of the rheumatoid type. 
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3. None of the four patients had any 
evidence of ulcerative colitis or other debili- 
tating disease. 


4. Two of the four patients had vesicular 
eruptions resembling dermatitis herpetifor- 
mis, and a third patient had had crops of 
“blood blisters.”’ 

5. All four patients were benefited but 
not cured by sulfapyridine, although one 
patient could not take it in adequate amounts 
because of nausea. The benefit included 
response of vesicular lesions as well as 
ulcers, and in one case there was also im- 
provement in the arthritis. 


We agree with other observers who be- 
lieve that this disease is not primarily a 
local infection and is not necessarily de- 
pendent upon an underlying debilitating 
condition such as ulcerative colitis or other 
infection. 

The concept of pyoderma gangrenosum 
has been broadened to include symptomatol- 
ogy and therapeutic responses not originally 
contemplated in earlier reports. The essen- 
tial cause or causes of the pyoderma gan- 
grenosum complex remain unknown. 


2007 Wilshire Blvd. (57). 
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ABSTRACT OF DISCUSSION 


Dr. GeorceE W. BrinKktey, Cleveland: As Dr. 
Ayres just told you, his cases were not identified 
originally with pyoderma gangrenosum. There were 
several reasons why pyoderma gangrenosum was 
not readily considered. The absence of internal 
disease, such as ulcerative colitis, deterred them at 
first, and, I believe, the ulcers were small and 
granulomatous, whereas, in pyoderma gangrenosum 
they are larger.. And, then, there was this peculiar 
vesicular reaction which recurred. 

However, as they observed these patients, the 
clinical pattern was repeated; with the failure to 
respond to antibacterial therapy (time prevented 
detailing all the therapy and how many antibiotics 
they used) and, on the other hand, the response 
to sulfapyridine and salicylazosulfapyridine (Azulfi- 
dine), we must grant that the Ayres’ syndrome 
is related to the pyoderma gangrenosum-ulcerative 
colitis group and yet sufficiently distinct to keep it 
separate. The rheumatoid arthritis is not a symp- 
tom restricted to their syndrome. Comroe’s text 
on “Arthritis” states that “arthritis is an uncom- 
mon complication in patients with chronic ulcera- 
tive colitis occurring in about 4% of cases.” The 
symptoms which set aside the syndrome just pre- 
sented are the absence of ulcerative colitis and 
the presence of atypical dermatitis herpetiformis. 
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The authors have presented much evidence, 
which you will read later, of the noninfectiousness 


of the cutaneous lesions. The absence of virulent 
bacteria in the ulcers and intact pustules has now 
been so well documented in these cases that the 
etiology of pyoderma gangrenosum, either with or 
without ulcerative colitis, must be sought elsewhere. 

However, the absence of causative organisms in 
pyoderma gangrenosum does not negate the exist- 
ence of the gangrenous lesions of the skin due to 
synergistic organisms that were described by 
Meleney and others. With the use of the broad- 
spectrum antibiotics, this condition has probably 
ceased to be a troublesome entity to the surgeons. 
The syndrome is distinct from the pyoderma 
gangrenosum with ulcerative colitis and pyoderma 
gangrenosum with atypical dermatitis herpeti- 
formis, which Ayres, Perry, and Brunsting have 
described. 

We have, therefore, three syndromes: 1. The 
Meleney-type syndrome is characterized by ulcers 
of the skin due to the presence of bacteria locally, 
usually as a complication of surgical or traumatic 
wounds. This response to antibacterial agents. 

2. The second syndrome, which was described 
in 1930, is the classical pyoderma gangrenosum of 
Brunsting, O’Leary, and Goeckerman. This condi- 
tion often responds to sulfapyridine and salicylazo- 
sulfapyftidine. The older name was phagedena 
geometricum. ; 

3. The third type of pyoderma gangrenosum, 
which has been described by Perry and Brunsting, 
and Ayres and Ayres III, is new. The authors 
mention, as two possible causative factors, hypo- 
gammaglobulinemia and the Shwartzman phenom- 
enon. The hypogammaglobulinemia has not been 
found often enough to be considered on the 
etiologic or causative side, and I am wondering 
whether, in certain cases, it is not a result of the 
disease, i, e., additional symptom of the disease. 
The Shwartzman phenomenon remains an attractive 
theory, but, as yet, we have no experimental evi- 
dence to prove it. 

The third possibility that comes to mind as a 
causative factor in this syndrome is a disturbance 
of cellular chemistry. This is brought up by the 
response to the sulfapyridines. 

Andrews, in discussing the benefits of sulfa- 
pyridine in dermatitis herpetiformis, stated that 
“one must consider the pyridine radical,” and, 
further, “Perhaps, in the near future, some new 
drug will be discovered which will be effective 
in the treatment of dermatitis herpetiformis with 
less danger of side effects.” This prediction, of 
hope, I feel, was answered in the paper by H. H. 
Johnson and me, in which we recommended the 
use of nicotinic acid (niacin), which is pyridine 
3-carboxylic acid. Since that paper, it has become 
well established that both nicotinic acid and 
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nicotinic alcohol (Roniacol) tartrate are effective 
in controlling dermatitis herpetiformis. 

Another useful pyridine is pyrilamine (Neo- 
Antergan), which seems to work rather well in 
nummular eczema. Further, Schoch Jr. and Mc- 
Cuistion reported the beneficial effects of both 
salicylazosulfapvridine and sulfapyridine in pustular 
acne, dermatitis herpetiformis, pustular psoriasis, 
and nummular eczema. I would, therefore, like 
to ask the authors if they have used any pyridines, 
other than the sulfapyridines, in this group of 
cases. 

What is the relationship of pyoderma gangreno- 
sum, if any, to dermatitis nodularis necrotica and 
its younger and smaller brother, nodular dermal 
allergid? Dermatitis nodularis necrotica presents 
chronic spreading noninfectious cutaneous ulcers 
and clear superficial vesicles, and, as in the Ayres’s 
cases, shows a predilection for involvement of the 
extensors of the extremities. Also, there are 
spontaneous exacerbations and remissions. How- 
ever, the similarity ends there. 

With this report, the scope of pyoderma gangre- 
nosum has been expanded. There are now three 
distinct groups of conditions known as pyoderma 
gangrenosum. | believe that, with all the data 
presently available, we should define pyoderma 
gangrenosum as a nonspecific, chronic, and recur- 
ring cutaneous ulceration, which is found in three 
distinct syndromes: the chronic, eroding bacterial 
ulcers; the syndrome of ulcerative colitis or 
phagedena geometricum, and the syndrome of 
ulcers and atypical dermatitis herpetiformis pre- 
sented this morning. 

Dr. Louts A. Brunstinc, Rochester, Minn.: I 
agree that the patients presented by Dr. Ayres have 
pyoderma gangrenosum as well as a blistering erup- 
tion resembling dermatitis herpetiformis. This 
association is probably not coincidental. Certainly 
patients with pyoderma gangrenosum are extremely 
sensitive to iodides. I recall one instance in which 
potassium iodide had been given on the presumption 
that the condition was blastomycosis, whereupon 
the lesions became gangrenous and a widespread 
blistering eruption ensued. Patients with chronic 
ulcerative colitis may have skin lesions of pyoderma 
gangrenosum even before symptoms in the bowel 
become manifest. Usually, though, the skin lesions 
appear during some period of recurrence of the 
previously established colitis. From time to time, 
bouts of erythema nodosum may appear. Rheuma- 
toid arthritis is not at all unusual. 

Cultures of the skin lesions reveal a variety of 
Organisms, but none of these is pertinent. When 
the colitis is brought under control, the lesions of 
pyoderma gangrenosum subside and, if a blistering 
eruption has been present, that, too, disappears. 

The prognosis of such patients is better than in 
former years, partly owing to the understanding 
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of the disease as a systemic process, the institution 
of management along general lines with rest and 
relief of stress, the cautious administration of 
steroids, and the use of the surgical approach 
early in the course of the disease in selected cases. 
In our experience, the drug which is most valuable 
in the long-term management of patients with 
chronic ulcerative colitis and its complications is 
salicylazosulfapyridine (Azulfidine). This is given 
by mouth from 4 to 12 gm. daily, according to indi- 
cations. Salicylazosulfapyridine is tolerated sur- 
prisingly well by all patients. As the bowel 
condition improves, the lesions of pyoderma 
gangrenosum heal and the vesicular eruption of 
dermatitis herpetiformis becomes quiescent. 

Dr. Norman N. Epstetn, San Francisco: Last 
year, Thomas Sternberg presented a paper before 
this Association on pathergic granuloma, or midline 
granuloma. This has focused our attention upon 
chronic recurring persistent ulcerations of the skin 
which fall into this general group. We lave had 
two cases in the last few months of this type of 
cutaneous reaction. In my opinion, the ulcerations 
in pyoderma gangrenosum and the bizarre eruptions 
which occur with the ulcers would logically fall 
into this concept of multiple sensitizations known 
as pathergic granuloma. I should like to suggest 
that we place them in that classification. 

Dr. Donatp M. Prttssury, Philadelphia: I 
would agree with Dr. Brunsting that we should be 
careful not to regard pyoderma gangrenosum as 
necessarily the central event in these patients; in 
fact, the ulcerative cutaneous lesions shown are 
not typical of this entity, as I understand it. There 
is evidence to indicate that all of these patients 
had rheumatoid arthritis, and this may have been 
the chief systemic manifestation of the state of 
general hyperactivity. In current studies on 
rheumatoid arthritis, more and more collateral 
findings are being unearthed. They are, for in- 
stance, certain hematologic and immunologic reac- 
tions which are suggestive of lupus erythematosus, 
even though the L. E. phenomenon may not be 
present as such. In a papei presented at a recent 
College of Physicians meeting in Boston from the 
Massachusetts General Hospital, it was emphasized 
that aortitis, which is indistinguishable from 
syphilitic aortitis, is not uncommon in rheumatoid 
arthritis. This is an indication of the extent to 
which the vascular tree may be affected in this 
disease, with resultant lesions in the skin as well 
as other organs. I should like to ask whether or 
not deep muscle biopsies were done in any of these 
patients, and whether L. E. preparations were ob- 
tained. 

Dr. A. RosTENBERG JR., Chicago: This interest- 
ing presentation and the discussion that ensued, I 
think, well illustrate one of the fundamental diffi- 
culties in dermatology, namely, that our basic 
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classification is a morphological one; but as knowl- 
edge develops we add to the morphological divisions 
(which are, to a degree, arbitrary) various etiologic 
concepts. Such etiologic classifications are based 
on different ways of thinking and, inevitably, some 
confusion and overlapping develop. 

I think that the problem here is what we mean 
by the label “pyoderma gangrenosum”? I believe 
that we ought to agree on what is a reasonable 
definition. 

Originally, Brocq delimited a large morphologic 
group which he called phagedena geometrica, in 
which were included a variety of gangrenous 
cutaneous ulcerations of unknown etiology but of 
a more or less typical morphological appearance. 

Brunsting, Goeckerman, and O’Leary, in 1930, 
segregated one of these phagedenic ulcerations, to 
which they gave the label “pyoderma gangreno- 
sum.” Of the group of phagedenic ulcerations, the 
ones with an underlying colitis or other infectious 
debilitating condition were set aside as an entity 
which had a certain combination of morphologic 
and etiologic features. I think that this was worth 
while. 

Now, I believe that the essayists are reverting 
too much to Brocq’s original views. If this concept 
is broadened too much, I do not see what we gain. 
One might as well go back to the original label of 
phagedena geometrica and include all these ulcera- 
tions under that label. 

In my review of the Shwartzman phenomenon 
(Rostenberg, A., Jr.: The Shwartzman Phenom- 
enon: A Review with a Consideration of Some 
Possible Dermatological Manifestations, Brit. J. 
Dermat. 65:389 [Nov.] 1953) I suggested that a 
Shwartzman reaction was a possible etiological 
basis for pyoderma gangrenosum. The difficulty, 
of course, is to prove, in a given case, that such a 
reaction played a role. Dr. Norman Epstein has 
suggested calling these lesions pathergic granulo- 
matosis, or a pathergic granuloma. This is a concept 
for interpreting certain pathologic alterations as 
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being on an allergic vascular basis, but, again, it is 
easy to suggest but difficult to prove. There are 
several conditions, such as dermatitis nodularis 
necrotica and impetigo herpetiformis, which the 
presenters’ pictures suggested. Certainly the super- 
ficial abscesses were reminiscent of those allegedly 
occurring in impetigo herpetiformis. I think that 
either of these two labels is more appropriate 
for the condition discussed than is pyoderma 
gangrenosum. 

Dr. SAMUEL Ayres Jr.: I appreciate the dis- 
cussion very much. I am glad that there were not 
too many questions asked, because I feel rather 
ignorant about this whole situation. 


In reply to Dr. Pillsbury, we have not done L. E. 
tests or deep muscle biopsies, but we will proceed 
to do the L. E. test, at least on the one patient now 
remaining under our care. 


We did not use any of the other pyridine deriva- 
tives, and the disease in our Case 4, who is 
currently under our observation, is inactive at the 
present time. Should it start up again, we will 
undertake to do that. 

Mention was made of steroids and agamma- 
globulinemia. We used steroids briefly in our 
patient, with some benefit, but it took the sulfona- 
mides, really, to bring about a remission. In a 
review of the literature, this has been brought up; 
there was at least one report in which there was 
agammaglobulinemia, and y-globulin was given, 
without any benefit whatsoever. It was apparently 
given in considerable amounts, over a considerable 
period of time. There was another case report in 
which the y-globulin was measured and found to be 
low. Cortisone derivatives were given in spite of 
the fact that they are known to reduce y-globulin. 
After a course of steroids, the patient’s ulcerative 
lesions were improved, although the y-globulin 
was even lower than it was before treatment was 
given. It does not appear that the y-globulin is 
the important factor in this condition. 


















II. Estimations in Skin and Blood 


Proteolytic Activity in Pemphigus 


JOHN W. DOUGHERTY, M.D.; FRANK E. CORMIA, M.D., and SHIRLEY UNRAU, B.A., New York 


Beloff and Peters,’ in a study of thermal 
burns, first suggested the possibility that 
bullous formation may be mediated by 
proteolytic enzymes. Stoughton? produced 
enzymatic cytolysis in formalin-fixed epi- 
dermis with a factor obtained from fecal 
filtrates of patients with ulcerative colitis; 
acantholysis, separation of epithelial cells, 
and subsequent blister formation were ob- 
served. The histologic findings were “very 
similar to those of pemphigus vulgaris.”’ In 
a later study, Stoughton and Novak® re- 
ported that mild heat damage resulted in 
enzymatic disruption of tonofibrils and in- 
tercellular bridges in human epidermis. 

Cliffton* has reported increased anti- 
proteolytic activity in the serum of patients 
with extensive carcinomatosis. In this con- 
nection, pemphigus-like eruptions have been 
observed in patients with thoracic or ab- 
dominal carcinoma. 

Consideration of the above findings sug- 
gests that pemphigus bullae may be pro- 
duced by action of proteolytic enzymes on 
epidermis; this possibility has been investi- 
gated in the present study. 


Estimation of Proteolytic Activity in Skin 
Method 


Solutions of the proteolytic enzyme crystalline 
trypsin * were prepared in buffered saline}; 0.02 
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ml. of 1:100, 1:200, 1:400, 1:600, and 1:800 dilu- 
tions was injected intradermally, with use of a 
27-gauge needle and a 0.25 ml. syringe. 

Results in Normal Persons 

Injections were made in five subjects— 
once in two, twice in one, and three times in 
two. A hemorrhagic vesicle, 2 to 3 mm. in 
diameter, was produced in two subjects with 
a 1:100 dilution, and in one, with a 1:200 
dilution. In the other two subjects the lesion 
was produced on two occasions with a 1 :100 
and on one occasion with a 1:200 dilution. 
The smallest amount of injected trypsin 
which produced a hemorrhagic vesicle was 
designated as the blister threshold. 

Results in Patients with Bullous Diseases 

Tests were performed in 13 patients with 
pemphigus, 1 with chronic benign familial 
pemphigus, and 2 with extensive dermatitis 
herpetiformis. The results are shown in 
Table 1. 


Comment 


Ff 
If the proteolytic activity in the skin of 
patients with pemphigus is greater than in 


TABLE 1.—Blister Threshold in Patients with 
Pemphigus Given Intradermal Trypsin 












Injections 
Steroid Blister Threshold 
Case Diagnosis Therapy (Forearm) 
1 Benign familial pemphigus No 1:100 
2 Localized (vulva) No 1:100 
1:400 (vulva) 
3 Ocular pemphigus Yes 1:200 
4 Ocular and mucosal 
mphigus Yes 1:200 
5 Pemphigus vegetans Yes 1:200 
6 Pemphigus vul: Yes No reaction 1:100 
7 Pemphigus vulgaris Yes 1:200 
8 Pemphigus vulgaris Yes 1:200 
9 Pemphigus vulgaris Yes 1:200 
10 vulgaris Yes 1:400 
ll vulgaris Yes 1:400 
12 vulgaris Yes 1:400 
13 vulgaris No 1:400 
14 vulgaris Yes 1;800 
15 herpetiformis Yes 1:200 
16 Herpes gestationes No _ Before sulfapyridine 
After sulfapyridine 
1:100 





281 





normal skin, there should be a reduction in 
the blister threshold. The results docu- 
mented in Table 1 tend to substantiate this 
possibility. Paradoxically, a positive reac- 
tion could not be obtained with trypsin 1:100 
in a patient with mild pemphigus. The pa- 
tient with chronic benign familial pemphigus 
reacted similarly to the normal controls. 

One patient with dermatitis herpetiformis, 
two with ocular pemphigus, and four with 
pemphigus vulgaris had low normal or bor- 
derline thresholds. Definite reduction in 
blister thresholds was found in the remain- 
ing seven patients. It is of interest that 
sulfapyridine therapy caused a four-fold 
elevation of the blister threshold in a pa- 
tient with herpes gestationsis. It should be 
emphasized that all but four of these pa- 
tients were receiving treatment with cor- 
ticotropin (ACTH) and/or one of the 
cortisones, Theoretically, steroid therapy 
should elevate the blister threshold, since 
these agents accelerate the reaction between 
proteolytic enzymes and their inhibitors.° 

A more direct quantitative measurement 
of proteolytic activity of pemphigus skin is 
to be desired; unfortunately, such methods 
are not yet available. 


Proteolytic Activity of Normal and 
Pemphigus Sera 


Studies were made of the proteolytic ac- 
tivity of normal and pemphigus sera. Esti- 
mations were made of the levels of 
proteolytic enzyme activator, plasma pro- 
teolytic enzyme (fibrinolysin), and proteoly- 
tic enzyme inhibitor.t 


Methods 


Protease activity of plasma was estimated by 
measuring the hydrolysis of a synthetic substrate: 
p-toluenesulfonylarginine methyl ester (TAME). 
On hydrolysis, the carboxylic acid became free 
and displaced COz from a bicarbonate buffer, and 
COz was measured manometrically in a Warburg 
apparatus, 

As a routine, the enzyme-containing globulin 
fraction was precipitated out and the precipitate 
was dissolved in the original volume of saline. 


t These estimations were made under the super- 
vision of Dr. George Ungar, Director of Pharma- 
cology, U. S. Vitamin Corporation, Yonkers, N. Y. 
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Then 0.02 ml. of globulin was incubated for 60 
minutes at 37.5 C with 20 micromoles of substrate. 
Activity of the enzyme was expressed in terms 
of micromoles of enzyme hydrolyzed per hour by 
1 ml. of plasma (spontaneous plasmin activity). 

Antifibrinolysin activity was measured by adding 
small concentrations of serum, 0.01 to 0.05 ml. 
to 2 mg. of bovine fibrinolysin and measuring the 
decrease of activity of the enzyme. Results were 
expressed as the amount of enzyme activity su- 
pressed by 1 ml. of serum (as found by extrapola- 
tion). 

Activator content was measured by adding 
0.2 ml. of plasma globulin to 0.05 ml. of a standard 
in active and activator-free human globulin. 
Activity above the added spontaneous actions of 
the two components was considered due to the 
activator present in the plasma sample and ex- 
pressed as above. 


Results 

The results are shown in Tables 2 and 3. 
A comparison of the results in various types 
of bullous diseases reveals that plasma 
fibrinolysin levels were in general higher 
than in normal subjects. The average level 
of protease activator was somewhat higher 
in the’patients with bullous diseases: How- 
ever, if the one greatly elevated finding 
(37.3 units) is discounted, the average level 
was lower (2.9 units) in the bullous disease 
group. There was some suggestion of an 
inverse ratio between activator and fibrino- 
lysin levels in the patients with bullous dis- 


TaBLeE 2.—Proteolytic Activity of Normal Sera 








Activator, Fibrino! Inhibitor, 
Case Units/M1. Units/M1. Units/M1. 
Plasma Plasma Serum 

1 78 14 17 
2 7.7 19 0.9 
_ 3.35 4.7 

_~ 78 19 

3 6.7 2.2 18 
1.1 4.25 3.1 

4 3.2 2.4 1.0 
5 1.6 3.8 5.0 
0.4 7.5 2.2 

_ 78 4.7 

6 76 4.9 1.7 
5.8 5.8 3.5 

7 = 51 3.6 
8 _ 5.35 76 
9 — 5.6 4.9 
10 0 5.7 14 
ll = 5.8 3.7 
12 _ 6.7 4.2 
13 3.4 6.8 0.6 
_ 10.0 4.9 

— 10.9 1.8 

14 _ 76 5.0 
15 _ 76 4.9 
16 - 8.0 2.6 

Average 4.1 5.7€ 3.22 












in 
an 
inl 
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TABLE 3. ptvoteaiahe Activit 4 in Sera of Patients 


with Bullous Diseases 














— 
Activato Inhibitor, 
Case Disease Units/MI. Un its/ Mal. Units/M1. 
Plasma Serum 

1 Untreated localized 

pemphigus _ 5.8 1.65 
—— being treated 

with steroids 
2 Mild pe 37.3 2.0 6.7 
3 No lesions 11.2 4.9 2.1 
4 Few crusted lesions 0 5.3 1.8 
5 No lesions 5.1 74 7.2 
6 Moderately active 2.1 78 2.9 
7 Ocular, with nose 

and throat lesions 0.7 8.7 17 
8 No lesions 0 10.3 2.6 
9 Benign pemphigoid, 

no lesions 0 10.7 2.9 
10 No lesions 0.7 10.9 3.1 
11 Few crusted lesions 6.1 10.9 2.9 
12 Rapidly progressive — 10.3 2.45 

15.8 3.3 
Blister fluid 7.3 

Average 7.0 8.5 3.2 
13 Untreated chronic 

pees milial 

pemphigus _ 5.8 5.1 
14 Severe dermatitis 

herpetiformis 0.5 20.0 3.0 

eases. There was no significant difference 


in the inhibitor levels in the two groups, 
and there was no apparent relation between 
inhibitor and fibrinolysin levels. 

The fibrinolysin level was determined in 
the blister fluid of a patient with rapidly 
advancing pemphigus; it was found to be 
7.3 units per milliliter, approximately one- 
half the plasma level. 

‘Plasma fibrinolysin levels in the five pa- 
tients with pemphigus whose blister thresh- 
olds were in the 1:400 to 1:800 range were 
not consistently elevated. Of the four 
whose blister threshold was 1:400, plasma 
fibrinolysin levels were 4.9, 5.3, 10.3, and 
10.9 units per milliliter. The patient with a 
blister threshold of 1:800 had 7.8 units 
per milliliter of plasma fibrinolysin. 


Comment 


Estimations of proteolytic activity of sera 
with current methods present many techni- 
tal difficulties. Direct measurements can- 
not be performed, and activity must be 
estimated from the effects of the enzyme on 
an artificial substrate. Enzymatic activity 
diminishes rapidly at room temperature. De- 
lays in separation and freezing of sera and 
in performance of tests may significantly 
effect the results. Another difficulty in the 
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disease group was the fact that most pa- 
tients were receiving steroid therapy. Some 
indication of the possible variation in the 
results obtained can be seen by a compari- 
son of the findings in normal subjects in 
whom two or three determinations were 
made (Table 2, Cases 2, 3, 5, 6, and 13). 
It will be seen also that a marked reduction 
in blister threshold is not necessarily as- 
sociated with an elevation in plasma fibrinol- 
ysin. 


Comment 


From a consideration of the pertinent 
literature and of the present experiments, it 
would appear that there is a variable in- 
crease in proteolytic activity in the skin of 
patients with pemphigus. There is addi- 
tional evidence that plasma _fibrinolysin 
levels frequently are higher in patients with 
pemphigus than in control subjects. 

It is possible that this increased proteo- 
lytic activity may be primary in the skin or 
in the plasma. In patients with pemphigoid 
eruptions associated with systemic car- 
cinoma, increased proteolytic activity in tu- 
mor sites may result in the transportation 
of activated enzymes (tumor cathepsins) 
by the blood to the skin. 

The experiments of Stoughton and No- 
vak suggest that skin cathepsins (proteo- 
lytic enzymes) may actually mediate the 
formation of bullae. It should be recalled 
also that Wells® found that 90% of skin 
protease was in the epidermis. The low 
blister thresholds in pemphigus skin may 
indicate that this skin is already the site 
of increased proteolytic activity. Moreover, 
a low blister threshold in an area of local- 
ized (vulvar) pemphigus associated with a 
normal blister threshold in a distant skin 
site suggests a local cutaneous rather than a 
systemic origin for the increased proteolytic 
activity. If this is the case, the increase 
in plasma fibrinolysin in patients with 
pemphigus may be the result of absorption 
of skin protease into the plasma. Present 
methods of identification of plasma*fibrino- 
lysin do not exclude possible augmentation 
from cutaneous absorption. 
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The evidence for a primary increase in 
plasma fibrinolysin in patients with pem- 
phigus is more tenuous. For the most part, 
pemphigus lesions occur widely over the 
skin and on the mucous membranes as well. 
Furthermore, the bullous fluid fibrinolysin 
level in a patient with rapidly advancing 
pemphigus was only half of that found in 
the plasma. In this patient, plasma fibrino- 
lysin became elevated as the disease pro- 
gressed (Table 3, Case 12), but the 
possibility of absorption of protease from 
the skin could not be excluded. 


Conclusions 


A hemorrhagic vesicle can be produced 
regularly in human skin by the intradermal 
injection of the proteolytic enzyme trypsin. 

Frequently, vesicles can be produced with 
smaller amounts of trypsin in pemphigus 
skin than in normal skin. 

Plasma fibrinolysin (or protease) is 
variably elevated in patients with pemphigus 
as compared with normal subjects. 

Plasma fibrinolysin tends to be higher in 
the presence of increased numbers of 
crusted and/or bullous lesions in the skin. 

In bullous diseases, there is some evidence 
of an inverse ratio between activator and 
plasma fibrinolysin levels. 
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There is no apparent correlation between 
inhibitor and fibrinolysin levels in the dis- 
ease or control groups. 

It is believed that the increase in proteo- 
lytic activity in patients with pemphigus is 
primary in the skin rather than in the 
plasma. 

Dr. George Ungar made many helpful sugges- 
tions and performed the plasma and serum deter- 


minations of enzymatic activity. 
1070 Park Ave. (28). 
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Trichomatrioma 


A Clinicopathologic Entity Separable from Calcifying Epithelioma of Malherbe 


RALPH M. HULETT, M.D., Ann Arbor, Mich. 


In 1880, Malherbe and Chenantias! de- 
scribed a “variety of tumors of the seba- 
ceous glands.” A review of the literature 
reveals a marked divergence of opinion 
concerning the description and histogenesis 
of these tumors, which have} become known 
as “calcifying epitheliomas of Malherbe.” 
This term includes a heterogeneous group 
of lesions. It is proposed that one of these 
lesions be designated “trichomatrioma,” as 
evidence presented indicates that it is a tu- 
mor derived from the cells of the hair 
matrix. 


Historical Review 


The tumors described by Malherbe and 
Chenantias? were usually hard and calci- 
fied; the size varied from that of a pea to 
that of an adult fist, and they usually ap- 
peared in the neck and head of young adults, 
developed slowly, and usually were benign. 
The specimens were crushed between glass 
slides to separate the calcified or bony ele- 
ments. The cellular elements were composed 
of calcified epithelial cells which were often 
hexagonal, “elongated and fusiform in pro- 
file view,” “wide and flat of variable form,” 
and sometimes arranged to form a true epi- 
dermoid structure. It thus appears that 
Malherbe and Chenantias were describing 
squamous epithelial cells which had under- 
gone degenerative changes. They described 
a framework of connective tissue which 
often contained multinucleated giant cells. 
Their résumé stated that “calcified epithe- 
liomas consist of epithelial masses developed 
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in the middle of a connective tissue struc- 
ture [and] are analogous to certain non- 
calcified epitheliomas which develop in the 
wall of the sebaceous gland. . . .” They 
concluded that they were dealing with a 
“transition from a simple cyst to the calci- 
fied epithelioma.” 

G. W. Nicholson? observed an epithe- 
lioma corresponding somewhat to that de- 
scribed by Malherbe and Chenantias, but 
Nicholson believed that its probable origin 
was in a “cutaneous germ which had been 
displaced at an early period of embryonic 
life, and that . . . the specimen is, in my 
opinion, a calcifying squamous-celled carci- 
noma of the subcutaneous tissue.” 

Kaufmann * considered these lesions to 
be “epitheliomas, clinically benign, the ori- 
gin of which may be preformed glands, as 
well as deep-lying (dystopic) epithelial 
cells, probably from misplaced anlage ma- 
terial. ... They are composed of lobulated 
complexes of epithelial cells with kerato- 
hyalinization and pearls, showing tendencies 
to necrosis because of poor blood supply, 
and for this reason, progressive calcifica- 
tion.” 

Ch’in Kuang-Yu* published an excellent 
review of the literature with prevalent con- 
cepts of histogenesis. He concluded that 
calcified epitheliomas formed a group of 
tumors that were clinically and pathologi- 
cally characteristic, that they resembled 
basal-cell carcinomas in many respects, and 
that they were derived from the skin or its 
appendages. In 7 of 10 cases observed by 
Ch’in there was pearl formation or cells of 
squamous type; in 3 there was neither. 


The latter three may correspond to the 
trichomatriomas reported here. 
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Werner Fink® concluded that “the struc- 
ture which is designated as a calcified epi- 
thelioma of the skin is not a uniform 
diagnosis . . . in part they are genuine basal 
cell epitheliomas . . . and in part they are 
unilocular atheromas, which, after injury 
of the capsule, become partitioned and 
organized by means of germinating connec- 
tive tissue.” 

R. L. Sutton ® reported a case of calcify- 
ing epithelioma and considered such lesions 
“distantly related to atheroma.” Though 
this was not definitely stated in the report, 
the abstract of the discussion which fol- 
lowed presentation of this paper contained 
the statement of a discussant who said “the 
report seems to bear out the conclusion that 
the lesion was originally a sebaceous cyst.” 

F. H. Cote? discussed “Benign Calcified 
Epithelioma of the Skin” on the basis of 
a series of 12 cases. He stated that “struc- 
turally, it presents itself as an encapsulated 
mass of squamous epithelial cell groups, for 
the most part necrotic and more or less 
calcified. Usually, also, areas of viable epi- 
thelium may be seen, the degree of survival 
varying much in different cases.” He con- 
sidered the lesion similar to basal-cell carci- 
noma, probably a lesion sui generis, and a 
neoplasm of low-grade malignancy exhibit- 
ing features suggestive of a structure inter- 
mediate in type between the ordinary 
epidermoid cyst and basal-cell carcinoma. 

Turhan and Krainer® discussed the 
genesis of “so-called calcifying epithelioma 
of the skin” and were apparently the first 
to suggest that it was derived from the 
medullary cells of hair follicles. They 
stressed the strong histologic resemblance 
of basophilic and “shadow cells” in calcify- 
ing epitheliomas to those of the medullary 
- cells of hair follicles and actual hair roots, 
and mentioned several other significant fea- 
tures to support their argument. 

Muehlon® considered “Malherbe’s epi- 
thelioma . . . a tumor, the nature of which 
has been exactly outlined.” He appeared 
convinced that they were basal-cell tumors 
“dedicated to undergo spontaneous necrosis; 
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speak, no further potential of development, 
this is, they cannot differentiate in the man- 
ner of epidermis. It is characteristic that 
the columns do not cornify. The tumor has 
only a limited possibility for expansion, for 
if it reaches a certain extent, spontaneous 
necrosis occurs.” Though considering them 
as basal-cell tumors, he attempted to distin- 
guish them from basal-cell carcinomas; in 
his opinion they arose from “displaced 
epithelial germs” or “displaced basal cell 
germs.” 

Warvi and Gates ° stated that “most of 
the descriptions and photomicrographs of 
the reported calcified epitheliomas [are] 
compatible with calcification of the contents 
of an epidermal cyst.” They listed six 
different types of tumors which “have been 
considered important in the formation of 
calcified epitheliomas.” 

Highman and Ogden™ found that “the 
most constant and distinguishing feature 
(of these lesions) is the peculiar dyskera- 
tosis.” They referred to the so-called 
“shadow cells” in other reports as “dyskera- 
totic epithelial cells” and considered these 
cells to be squamous in origin. They stated 
that “at least some of these tumors have an 
origin in structures similar to hair follicles 
or from these. The commonly used term 
‘calcified epithelioma’ is unsatisfactory but 
is retained to avoid confusion.” 

King ” stated, “It seems inescapable that 
more than one type of tumor has been s0 
designated [so-called calcified epithelioma].” 
In his series of nine cases, he demarcated 
a “mummified epidermal cyst” and a “basal 
carcinoma with mummification.” It is the 
latter entity which appears to correspond 
to the trichomatrioma. King had only one 
lesion in his series which fell into the latter 
group. 

Lever and Griesemer 1? supported the 
theory that calcified epitheliomas of Mal 
herbe arose from immature hair matrix 
cells (or primary epithelial germ cells which 
had a tendency to differentiate into keratotie 
hair cells) and made a clear distinction be 
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the basal cells in these tumors have, so to 
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TRICHROMATRIOMA 


tween such tumors and calcified epidermal 
cysts. The primary point of difference be- 
tween the two “is the presence of basophilic 
cells in calcified epitheliomas of Malherbe 
and of squamous cells in calcified epidermal 
cysts.” 

Castigliano and Rominger * found only 
three cases of “calcifying epitheliomas” in 
the period from 1940 to 1951 in the material 
from the American Onocologic Hospital, 
in Philadelphia. They reviewed the litera- 
ture, including that from South America, 
and found that a total of 243 cases had 
been reported from 1880 to 1950. They 
believed such lesions were of squamous-cell 
origin, since they observed sheets of mature 
squamous cells. These lesions would corre- 
spond to those designated as “mummified 
epidermal cysts” by King.’? They stated 
that one could expect to encounter the le- 
sion once in about 2000 surgical specimens. 
If both trichomatriomas and “mummified 
epidermal cysts” are included in one group, 
there would be a total of 41 lesions from 
our material of 85,040 specimens (1947- 
1955), or an incidence of slightly less than 
one in 2000 specimens. This lends some 
measure of support to the contention that 
these two entities have been considered as 
one in most previous reports. The ages of 
the patients reported by Castigliano and 
Rominger were 58, 19, and 72 years, and it 
is the “mummified epidermal cysts” of King 
which tend to occur in the older age group. 
‘Hurley © reported a series of 25 cases, 
feviewed the iiterature, and concluded as 
follows: “Neither the living nor dead epi- 
thelium in calcified epitheliomas bears a 
teal resemblance to any stage of normal 
fair formation.” This conclusion appears 
0 be correct, since the majority of the ma- 
trial reported resembled the “mummified 
@idermal cyst” of King. One case de- 
stibed by Hurley (his Case 25) as not 
king entirely consistent showed a partial 
uamous lining over the upper portion of 
he lesion. Although he used this case to 
aplain the origin of the cysts as an invagi- 
tation of the epithelium with cyst forma- 
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tion, the lesion could have developed trom 
hair matrix cells. Hurley also stated that 
“epithelioma” was not a good term. 


Material 


The material for this report was taken from 
85,040 specimens submitted to the Department of 
Pathology at the University of Michigan Medical 
School during the period from July, 1947, through 
June, 1955. All specimens were reviewed which 
had been diagnosed as calcifying epithelioma, 
calcifying epidermoid, epidermoidal cyst with 
calcification, epidermoidal cyst with proliferation 
of lining, mummified cyst, ossifying dermoid, os- 
sifying epidermoidal cyst, inclusion or sebaceous 
cyst with calcification, and petrifying epidermoid. 
Thirty cases with similar histologic features were 
isolated from this heterogeneous group and are 
the basis of this report. 


The sections were stained with hematoxylin and 
eosin. A few specimens were recut for staining 
with Masson’s, van Gieson’s, and von Kossa’s 
stains. 


Description 


Clinical Features.——Age was recorded in 
16 of the 30 cases and ranged from 2 to 
37 years. All except one patient was under 
the age of 30 years. The average age was 
16 years. 

Twenty-four lesions occurred in females 
and six in males, or 80% in females. (Al- 
though sex was recorded in only 28 cases, 
it was determined in the remaining two 
cases by the method of Moore and Barr.?*) 

The location was recorded in 28 of the 
30 cases, as follows: head and neck, 14; 
arm, 11; thorax, 1; leg, 2. 

The duration of the lesion prior to sur- 
gical removal was recorded for seven cases 
and ranged from two months to seven years. 

Gross Features.—The tumors varied from 
0.4 to 4 cm. in diameter. They were usu- 
ally described as subcutaneous nodules with 
no apparent attachment to the epidermis. 
They were firm or very hard and well 
demarcated from the surrounding tissue. 
Clinically, they were often called calcified 
sebaceous cysts. The capsule was usually 
thin, and the following adjectives were used 
in describing the cut surface: “sebaceous- 
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Fig. 2——The basophilic 
cells resemble the cells 
of the basal layer of the 
epidermis, but they have 
less-distinct cellular out- 
lines. The “shadow” cells 
are surrounded by the 
basophilic cells; reduced 
> a 15% from mag. X 


like,” gritty, cystic, lobulated, and yellow- 
white. 

Microscopic Features—The following 
histopathologic features were common to 
all the tumors included in this group and 
are listed in order of decreasing importance : 

1. Medullary sheets of viable basophilic 
cells and/or “shadow cells” arranged in a 
lobular pattern throughout the lesion (Fig. 
1). The viable basophilic cells were ar- 
ranged closely and uniformly and resembled 
the cells of the basal layer of the epidermis, 
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Fig. 1—The lobular 
pattern of basophilic cells 
and “shadow” cells is 
evident. Note that the 
viable cells are more pro- 
nounced at the periphery; | 
reduced about 12% from 
mag. X 7. 





but they had less-distinct cellular outlings 
(Fig. 2). The nuclei were round and cet- 
trally placed and occupied a large portion 
of the cell. The chromatin was evenly dis- 
tributed in fine clumps; nucleoli were prom- 
inent (Fig. 3), and the nucleus was mature 
enough to enable identification of se 
chromatin if present (Fig. 3). The close, 
uniform arrangement of the spherical nuclei 
of these cells was in contrast to the flattened 
squamous cells of “mummified epidermal 
cysts” (Fig. 4). 
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Fig. 3.—The viable cells 
show round nuclei and 
prominent nucleoli. Sex 
chromatin is visible in 
this photomicrograph; re- 
duced about 12% from 
mag. X 684. 


The shadow cells formed an eosinophilic 
mass in which nuclear detail was lost. The 
cellular detail and outline of the former 
nucleus could be seen. These cells had al- 
most the same arrangement and proportions 
as the viable basophilic cells (Figs. 5 and 
6). Their polygonal outlines were more 
Pronounced than those of the viable cells. 
In lesions in which both viable basophilic 
cells and shadow cells were present the 
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Fig. 4—The peripheral 
cells of this “mummified 
epidermal cyst” are flat- 
tened squamous cells. 
“Epithelial pearls” are 
also prominent; reduced 

‘oo 12% from mag. X 

2. 


gradual transition from the former to the 
latter was visible. The shadow cells were 
surrounded by the viable basophilic cells 
(Fig. 2). 

2. The lesions were surrounded by con- 
densed fibrous tissue (Fig. 6). This resem- 
bled a capsule but was not formed by the 
lesion. The thickness of this “capsule” de- 
pended somewhat on the size of the lesion, 
the larger ones having thicker “capsules,” 
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Fig. 6—The fibrous 
“capsule” surrounding the 
trichomatrioma. The 
strong resemblance to 
hair follicles in longitudi- 
nal section is evident; 
reduced about 12% from 
mag. X 72. 


probably owing to reaction to an enlarging 
mass over a longer period of time. 

3. Calcification was variably present. 
Twenty-four lesions in this series contained 
calcium. When calcification was seen, it 
first developed in the central areas of 
shadow cells (Fig. 7). When all cells were 
dead and calcification was abundant, cellular 
detail was somewhat blurred, but often the 
lobular nature of the parent tissue could be 
discerned. 
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Fig. 5.—These 
“shadow” cells have prac- 
tically the same arrange- 
ment and proportions as 
the viable basophilic 
cells; reduced about 12% 
from mag. 342. 


4. Ossification was present in 12 lesions 


of this series. It was consistently found 
peripheral to the shadow-cell masses which 
had undergone calcification (Fig. 8). Since 
the calcification usually began inthe central 
portion of the shadow cells, ossification did 
not begin until all of the lobule had become 
calcified. Usually this occurred uniformly 
throughout the lesion. 

5. The areas between the trabeculae of 
ossified lesions were filled with loose fibrous 
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Fig. 7.—Calcification 
begins in the central por- 
tion of groups of shadow 
cells; reduced about 12% 
from mag. X 72. 


connective tissue which usually contained 
thin-walled vascular spaces and capillaries 
(Fig. 9). Occasionally lymphocytic infiltra- 


tion was found. In three cases in which 
dssification was present, large spherical cells 
were present, each of which contained a 
felatively small dark round eccentrically 
placed nucleus and had pale eosinophilic 
diaphanous cytoplasm. These cells were 
lipidic histiocytes (Fig. 9). 


Fig. 8.—Ossification 
occurs peripheral to the 
groups of shadow cells. 
Although this black-and- 
white photomicrograph 
shows the shadow cells as 

~in Figure 5, these are 
calcified; reduced about 
12% from mag. X 72. 


6. Foreign-body giant-cell reaction was 
common. It was seen only in those lesions 
which had undergone calcification or in 
those in which degenerated cells had escaped 
from the lesion into surrounding tissue 


(Fig. 10). 
Comment 


If the normal histology and embryology 
of the hair follicle and its associated struc- 
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Fig. 10.—Foreign-body 
giant cells. They are 
found in those lesions 
which have calcified or in 
which degenerated cells 
have escaped into the sur- 
rounding tissue; reduced 
og 12% from mag. X 


tures are reviewed, it is recognized that 
the first sign of such development is invagi- 
nation of the epidermis (Fig. 11). The 
surface of this invaginated bud is covered 
with cells of the basal layer of the epi- 
dermis. As the bud elongates into the 
dermal connective tissue, its point is invagi- 


nated, the space being filled with connective 
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Fig. 9.—Loose fibrous 
connective tissue fills the 
areas between trabeculae 
of ossified lesions. Lipidic 
histiocytes are shown: 
reduced about 12% from 
mag. XX 200. 


tissue, thus developing the papilla at the 
hair root (Fig. 11). The cells of the bud 
at the base eventually differentiate into ma- 
ture matrix cells, and they resemble the 
basal cells of the epidermis (Fig. 12). Their 
potentials of differentiation have changed, 
however, and, instead of maturing into 
squamous epithelium, they now mature into 
hair shafts. 
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Fig. 11.—This diagram illustrates how epidermis 
differentiates into hair matrix. Thus, basal cells 
of epidermis may resemble basophilic cells of hair 
matrix and should be differentiated histologically 
by what they are doing, rather than by their 
isolated appearance. (Reproduced with permission 
from Ham, A. W.: Histology, Ed. 2, ag aati 
J. B. Lippincott Company, 1953, p. 446, Fig. 2 
redrawn and _ slightly modified from Addison: 
Piersol’s Normal Histology, Ed. 15, Philadelphia, 


Lippincott. ) 

a 

. Tt is conceivable that, at times, the degree 
of differentiation potential of these hair 
matrix cells might stop at a level below 
that required to form a mature hair shaft. 
For some unknown reason these cells could 
se the ability to develop an orderly, 
Straight hair shaft and yet retain enough 
@ their potential to form hair shaft ma- 
rial in a disorganized fashion and grow 
wly. The benign nature and slow growth 
these lesions are usual features. The 
Oily reports of recurrence of a “calcified 
@ithelioma” are those of Gromiko,!7 Cote,’ 
iid Muehlon.® Since it is possible that they 
fere dealing with neoplasms slightly differ- 
‘from the one that develops from abnor- 
mal hair matrix cells, those neoplasms 
might not have been trichomatriomas. 













The observation that the viable basophilic 
cells of these lesions closely resemble those 
of the normal hair matrix cells was reported 
by Turhan and Krainer.’ The histologic 
features of the lesions in this series are in 
agreement with their findings (Fig. 2). The 
Observations of other workers 57.912 re- 
lated these basophilic cells to the basal 
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layer of the epidermis and to hair matrix 
cells which embryologically develop from 
the basal layer. Likewise, the basophilic 
cells of the trichomatrioma form lobular 
masses of cells almost identical with masses 
of cells found at the hair roots. The necro- 
sis which these cells undergo is found to 
begin in the central portions of the lobules; 
this observation was noted by Cote.* 


Important for diagnosis of trichomatri- 
oma is recognition of the fact that the 
“shadow cells” have a pattern identical with, 
and in the same proportions as, the viable 
basophilic cells (Figs. 2, 5, and 7). This 
is in keeping with the concept that the 
basophilic cells die, not necessarily because 
the mass of cells outgrows its blood supply 
but rather because these cells have an in- 
herent predisposition to die as they attempt 
to form a hair shaft. As a corollary to this, 
their inherent predisposition leads them 


Fig. 12—Note that the epidermis becomes the 
external root sheath. It is this epithelial layer 
which may secondarily become a “lining” for the 
upper portions of a trichomatrioma. (Reproduced 
with permission from Ham, A. W., Histology, 
Ed, 2, eee, J. B. Lippincott Conny, 
1953, p. 448, Fig. 2' based on Leblond, C. P.: 
Ann. New York Acad. Sc. 53 :464.) 
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away from flattening out, or does not let 
them flatten out, to form typical cornified 
squamous cells, and they keep their polyg- 
onal shape. Lesions in which the dead or 
dying cells become flattened correspond to 


King’s #2 “mummified epidermal cysts.” 
Muehlon’s ® statement that these tumors are 
“dedicated to undergo spontaneous necrosis” 
and that they “cannot differentiate in the 
manner of epidermis” fits well with this 
concept. 

The nature of the dead, eosinophilic ma- 
terial in the center of the lobules of these 
lesions is also compatible with abortive 
hair formation. The observations of Turhan 
and Krainer § that the structure of the inner 
portion of the shadow field is concentric in 
transverse sections and cylindrical in longi- 
tudinal section are confirmed (Figs. 6 and 
13). 

The central material is more keratinized 
than cornified. It tends to have a more 
glistening appearance than would material 
derived from dead stratified squamous epi- 
thelium. When stratified squamous epithe- 
lium becomes cornified in situations where 
the dead cells cannot slough, it has a ten- 
dency to form disorganized groups of 
eosinophilic material which have a lamel- 
lated configuration; these often reach an 


294 


Fig. 13.—There is a 
strong resemblance of 
trichomatrioma to hair 
follicles im transverse 
section; reduced about 
12% from mag. X 72. 


end-stage of “pearl” formation. Such con- 
figurations are not a part of trichomatri- 
omas. On the contrary, they are indicative 
that the lesion belongs in the group which 
King called ‘mummified epidermal cysts.” 

The fibrous tissue surrounding the lesions 
is a result of compression. If a partial or 
complete stratified squamous epithelial lin- 
ing is present, the lesion should not be 
designated a trichomatrioma. One possible 
exception to this rule occurs when such 4 
lining is observed extending down from the 
skin surface over the upper portion of the 
lesion, as illustrated in Hurley’s © Case 25, 
Hurley interpreted this finding as evidence 
that these arise as an invagination of epi- 
thelium with cyst formation. However, as 
one reviews the normal histology of the hair 
follicle (Fig. 12), it is seen that the epi 
dermal layers extend down for a short dis- 
tance into the epidermis and dermis. Such 
a histologic finding may indicate that the 
abnormal growth of hair matrix cells simply 
separates the epidermal layers around the 
hair shaft, thereby giving the false impres- 
sion that the growth is partially surrounded 
by, and originating from, stratified squa- 
mous epithelium. 

Although calcification, ossification, and 
foreign-body giant-cell reaction have been 
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stressed in different degrees by different 
authors, they are not useful in differentiat- 
ing trichomatriomas from other lesions of 
the “calcifying epithelioma” group. When 
tissue undergoes necrosis, it may show 
dystrophic calcification. Since calcification 
is first seen in the central portions of the 
shadow cells, these cells apparently are the 
first to die. Ossification is a metaplastic 
change which will occur in areas of dys- 
trophic calcification. The controversy over 
“calcified epitheliomas of Malherbe” arose 
partially because of undue importance at- 
tached to these changes. 

From the clinical aspect, the fact that 
15 out of 16 patients whose ages were 
stated were under the age of 30 years also 
helps to demarcate trichomatriomas. (The 
30 cases in this series were selected on the 
basis of histologic findings only.) The pre- 
dominance of the lesions in patients in the 
first three decades of life has been re- 
ported.?*7,%12-15 Tn contrast, “mummified 
epidermal cysts” usually occur in patients 
over the age of 30 years, and in the 11 
examples of this entity found during this 
study all except one were from patients 
over 30 years of age. The greater age 
range in previous reports lends support to 
the hypothesis that those series contained 
a mixture of trichomatriomas and “mummi- 
fied epidermal cysts.” 


The preponderance of trichomatriomas 
in females (80% in this series) is probably 
due to better demarcation of this entity. Of 
the 11 “mummified epidermal cysts” found 
during this study, 6 were from females; 
this would correspond more closely to the 
ratio usually reported when calcifying epi- 
theliomas are discussed.*7-1314 In general, 
the “mummified epidermal cyst” is more apt 
to be found in males. 


Conclusions 


Trichomatrioma is thought to be distinct 
from the group of “calcifying epitheliomas 
of Malherbe.” Gross features do not permit 
differentiation of the trichomatrioma from 
other lesions included in this group. Clin- 
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ically they tend to occur in females under 
30 years of age. Differentiation of tricho- 
matrioma depends upon the histopathologic 


picture. The fibrous tissue resembling a 
capsule is a result of pressure of the grow- 
ing epithelium. Lesions which have a lining 
of squamous epithelium are not designated 
trichomatriomas. Calcification, ossification, 
and/or foreign-body giant-cell reaction are 
not required for a diagnosis of trichomatri- 
oma. 


Summary 


The present concept of “calcifying epi- 
thelioma of Malherbe” is confusing enough 
to warrant demarcation of the various en- 
tities included under this heading. One of 
these entities is described, and it is sug- 
gested that it be designated trichomatrioma. 


Hackley Hospital, Muskegon, Mich. 
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Primary Omphalitis in an Adult 


ARTHUR B. KERN, M.D., Providence, R. I. 


Dermatologic disorders of the umbilicus 
are by no means rare. However, there re- 
cently came under my observation a patient 
with a condition which I had not previously 
seen. A search of the literature revealed 
only few reports concerning this entity, 
none of these being in the dermatologic 
literature. Its rarity prompted the publica- 
tion of this article. 


Report of a Case 


The patient, a 35-year-old white man, was first 
seen on Nov. 30, 1956, with the chief complaint of 
a discharge from the navel. He stated that about 
five months previously he had become aware of a 
foul-smelling discharge from the affected area. 
He subsequently consulted his family physician, 
who prescribed a solution of methylrosaniline 
chloride (gentian violet), which proved to be of 
no value. Pain was never present. 

Physical examination revealed erythema and 
slight tenderness of the umbilicus without any 
definite induration. The umbilical cavity was 
much deeper and narrower than the normal. Its 
opening, however, did not appear particularly small. 
The patient was extremely hirsute, with an 
especially heavy growth of hair on the abdomen. 
The hairs about the umbilicus grew in such a 
way that they extended down into the umbilical 
cavity. Welling up to the surface of the umbilicus 
was a considerable amount of yellowish-green foul- 
smelling pus. Probing the depths of the umbilicus 
revealed a large mass made up primarily of broken 
hair. Following the removal of the hair and pus 
from the umbilical cavity, a dose of 75 r was 
given to the area, and compresses with a warm 
solution of zinc and copper sulfates (dalibour 
solution) and application of an antibiotic ointment 
were prescribed. A few days later additional hair 
was removed from the depths of the umbilicus. 
Following this, the discharge ceased and the 


| erythema disappeared. The patient reported in 


June, 1957, that he had remained asymptomatic. 


Submitted for publication Aug. 7, 1957. 

From the Department of Dermatology, Boston 
University School of Medicine (Herbert Mescon, 
M. D., Professor) ; Instructor in Dermatology. 





Comment 


Cullen,t in 1916, reported on 23 cases 
of primary umbilical sepsis. Twelve of these 
had originally been described as due to 
umbilical concretions. Five, however, had 
been diagnosed as dermoid cysts, two as 
tuberculosis, three as fistulae, and one as 
carcinoma. Warren? more recently reported 
a case originally diagnosed as tuberculosis 
but which, he believed, was probably another 
instance of nontuberculous umbilical infec- 
tion due to a concretion. 

Cullen stated that the disorder is seen 
more frequently in men than in women and 
most often between the 20th and 60th years 
of life. Generally, the initial symptom is 
pain in the umbilical region. Redness and 
induration of the area may be present. The 
umbilical opening is usually small, but the 
umbilical cavity is distended and filled with 
pus and a concretion, cheesy material, hair, 
or other substances. The concretions were 
recorded as ranging in size from that of a 
pea to 2.5 cm. or more in diameter. They 
may, he stated, be whitish-yellow, brown, or 
pearly. Some concretions are friable, while 
others are hard. In addition to hair and 
sebaceous material, they may contain par- 
ticles of clay, coal, or stone, according to the 
patient’s occupation. Cullen attributed the 
disorder to either lack of cleanliness or an 
unusually deep umbilicus with a resultant 
accumulation of hair, wool, etc. in the 
umbilical depression. These would form a 
small ball which irritated the tissue. The 
inflammation, in turn, induced narrowing of 
the umbilical opening. Pus then accumulated 
in the umbilical depression and dilated it, 
with production of an abscess cavity. He 
stated that the condition rarely led to serious 
consequences. 
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Hicken and Best * reported four cases of 
suppurative omphalitis which were directly 
caused by the irritating effects of retained 
umbilical concretions. They maintained that 
lack of cleanliness in the care of the umbili- 
cus was not responsible in their cases. In- 
stead, they attributed the disorder to an 
anatomically narrow umbilical orifice which 
prevented proper removal of accumulated 
cellular detritus. They pointed out that a 
serious consequence may be intraperitoneal 
perforation of the abscess. 

Engel * reported on two cases. He em- 
phasized the fact that some discharge, which 
is usually malodorous, is almost always 
present. Pain, he pointed out, varied in 
degree from mild to severe, with swelling 
and fever associated with abscess formation 
in some instances. 

Greig and Schucksmith® reported on 
seven cases. One of these had been sub- 
jected to partial gastrectomy owing to lack 
of recognition of the condition. They 
agreed with the concept of a mechanical 
origin but emphasized the importance of the 
sweat gland secretions, in contrast to those 
of the sebaceous glands, in the production of 
the concretion. 

Cullen and Engel both recommended 
simple dilatation of the fistulous tract with 
removal of the foreign substance. Hicken 
and Best, however, maintained that such 
treatment will almost invariably be followed 
by recurrence and that excision of the 
dilated umbilical tract is necessary. Greig 
and Schucksmith stated that treatment in 
the first place should be by simple but ade- 
quate drainage or excision of the umbilicus 
if there is no abscess. 

It should be pointed out that umbilical 
discharge need not necessarily be primary 
but may be secondary to a variety of 
conditions. These would include umbilical 
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fistula following spontaneous rupture of a 
periprostatic, pelvic, appendiceal, or liver 
abscess, pyogenic peritonitis, suppurative 
ovarian cyst, or degenerating carcinoma of 
the ovary. Also, the contents of a patent or 
malignant urachus may exit through the 
umbilicus, as may intra-abdominal abscesses 
secondary to perforation of the intestines, 
Suppurative omphalitis is fairly common 
in infancy and may be the result of local- 
ized infection of the umbilical cord, a per- 
sistent omphalomesenteric duct, or a patent 
urachus. Hicken and Best emphasized the 
value of roentgenographic visualization with 
a radiopaque substance to demonstrate con- 
cretions if present and to facilitate differen- 
tiation from other causes of pyoumbilicus, 
In some cases, adequate exposure and in- 
spection of the umbilicus under anesthesia 
is essential to arrive at the correct diagnosis, 


Summary 


A case of primary umbilical infection 
due to collection of hair within the umbilical 
cavity is reported. 

The literature concerning this disorder 
is reviewed. 


247 Waterman St. (6). 


REFERENCES 


1. Cullen, T. S.: Embryology, Anatomy, and 
Diseases of the Umbilicus Together with Diseases 
of the Urachus, Philadelphia, W. B. Saunders 
Company, 1916, pp. 247-261. 

2. Warren, R. F.: Acid-Fast Infection of the 
Umbilicus, Canad. M. A. J. 65:475 (Nov.) 1951. 

3. Hicken, N. F., and Best, R. R.: Pyoumbilicus 
Associated with Umbilical Concretions, Ann. Surg. 
205 :539 (April) 1937. 

4. Engel, W. J.: Umbilical Concretions, Cleve- 
land Clin. Quart. 8:172 (July) 1941. 

5. Greig, G. W. V., and Shucksmith, H. S.; 
Primary Umbilical Sepsis in the Adult: Report of 
7 Cases, Lancet 1:4 (Jan.) 1950. 











les, 


ler 


re 222 


eae | 


we 





Charts, Lantern Slides, and Comments 





ROBERT R. KIERLAND, M.D., and RICHARD M. HEWITT, M.D., Rochester, Minn. 


Our part of this Round Table Panel 
deals with charts, lantern slides, and that 
general, all-inclusive subject, comments. 
The word “comments,” presumably, means 
that we must touch on those principles of 
medical writing and exposition that the 
previous speakers have neglected or have 
not had time to mention. 

It is not easy to lay down rules concerning 
this subject—everyone has his special likes 
and dislikes. What we have to say may not 
agree with what the previous speakers have 
said or even with what you feel to be true 
and correct. 


Charts 


A chart is a means of giving visual 
expression to statements or facts. It may 
give information in graphic or tabular form. 
Its purpose is to permit the reader to see at 
aglance the salient facts and features which 
the author wishes to express. Consequently, 
if the chart is so large and contains so 
many data that it cannot be understood 
easily and readily, it is useless. An elaborate 
graph or table which has to be accompanied 
by many pages of description not only is 
redundant but is occupying much-needed 
space. In the body of a paper it is advisable 
to use either a simple chart with ample 
description or a large but clear chart with 
little or no description. The material on 
most charts can be reduced readily, just as 
material for lantern slides can be. Within 
limits, of course, the fewer the lines, the 


Part of the Symposium on Medical Writing at 
the meeting of the American Academy of Derma- 
tology and Syphilology, Chicago, Dec. 3 to 8, 1955. 

Section of Dermatology (Dr. Kierland) ; Section 
of Publications (Dr. Hewitt), Mayo Clinic and 
Mayo Foundation. The Mayo Foundation, 
Rochester, Minn., is a part of the Graduate School 
of the University of Minnesota. 


fewer the characters; the fewer the columns 
of statistics and the less writing on a chart, 
the more readers will look at it. In other 
words, a chart in either tabular or line 
(graph) form should be simple. 

An author, in preparing charts for a 
paper, should select the type of chart which 
would be most helpful to the reader, because 
it will provide the best obtainable visualiza- 
tion of the features that the author deems 
significant. A chart should be planned as 
a unit, and each part should contribute to 
the central purpose. In some instances a 
chart in tabular form, especially when de- 
tailed numbers are important, is preferable 
to a line chart or graph. More frequently, 
however, a line chart more readily and 
easily reveals to the reader the salient fea- 
tures an author wishes to express. If much 
tabular material is shown, it is better to 
prepare several charts, each expressing one 
or two thoughts, than to crowd too much 
material and too many ideas into one chart. 

Numerous practical hints concerning the 
preparation of line charts or graphs have 
been published by the American Society of 
Mechanical Engineers. Some of these are 
important to both authors and readers and 
hence are summarized in the following para- 
graphs. 

The design and layout are important con- 
siderations in the preparation of graphs. A 
graph should be designed to require minimal 
effort on the part of the reader to compre- 
hend it. A graph should be free of all 
lines and lettering that are not essential to 
the reader’s clear understanding of its mes- 
sage. Supplementary data or formulas are 
undesirable on the face of the graph and 
preferably should be placed in the caption 
or in the text. Ordinarily not more than 
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three or four curves should be shown on the 
same graph. 

Coordinate rulings should be limited. 
Closely spaced rulings are appropriate for 
computation charts but not for graphs pri- 
marily intended to show relationship. A 
rectangular pattern of rulings is preferable 
to a square pattern from the standpoint 
of appearance. 

When more than one curve is presented 
on a graph, relative emphasis or differen- 
tiation of the curves may be secured by 
using different types of line, that is, solid, 
dashed, or dotted, or different widths of 
line. A solid line is recommended for the 
most important curve. When the curve 
represents a set of observations, the points 
observed should be shown if by so doing one 
gives additional essential information. The 
observed points preferably should be desig- 
nated by open circles, squares, and trian- 
gles. Curves should be designated, if 
practicable, by brief labels placed close to 
the curve rather than by letters, numbers, 
or other devices requiring a key. 

Before preparing charts, clinical photo- 
graphs, and photomicrographs for publica- 
tion, the author preferably should have 
knowledge of the requirements of the jour- 
nal to which the article is to be submitted. 
Most publishers are happy to furnish data 
indicating the preferred type of photo- 
graphic prints (clear, glossy), correct 
labeling, size of lettering, and size of diag- 
nostic line drawings to accompany roent- 
genograms or other illustrations which are 
difficult to interpret. If these suggestions 

are not adhered to by the author, manu- 
scripts sometimes are refused by the editor 
or publisher or are returned for extensive 
revision. 

For line drawings a smooth, heavy, white 
paper, such as smooth Strathmore, is sug- 
gested, and India ink is used for the draw- 
ing itself. Lettering may be done by hand 
if well done, but instruments, such as the 
LeRoy Lettering Set, or templates, are 
available for the inexpert. Lettering on the 
typewriter is not recommended. For the 
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original line drawing the following range 
of line widths is suggested: curves, 1% to 
3 points, depending on the nature and num- 
ber of curves; reference lines, 1 point, and 
coordinate rules, if used, % point. One 
point is approximately 1/72 of an inch, 
Lettering should not run through lines of 
the graph or plotted points. When several 
charts or graphs are to be submitted with 
one article, they should be of the same size, 
so that subsequent reduction and photo 
engraving are simplified. 


Lantern Slides 


Lantern slides are used for projection 
only and serve several purposes, most im- 
portant of which is to say at a glance what 
it would take a thousand words or more to 
say (audiovisual education). Lantern slides 
are made photographically from tabular ma- 
terial, graphs, clinical photographs, roent- 
genograms, and photomicrographs and, 
rarely, even an entire talk may be projected. 
A word of caution here: If possible, find 
out what type of apparatus will be available 
for projection before planning the slides. 

All too frequently an author fails to 
remember that only so many words and 
lines can be projected and read satisfactorily 
(Figure). The preparation of tabular and 
textual material for slides is an art and 
must be approached from the viewpoint of 
the audience, not of the author. The author 
who is preparing such material seldom will 
know, concerning the place where he is 
to speak, the size of the room, the size of 
the potentially illuminated area on the 
screen, or other conditions under which his 
material is to be projected. Therefore, he 
cannot make fine adjustments aimed at 
legibility of his slides from the rear of the 
meeting room. But he can make rough ad- 
justments. For most meeting rooms, tabular 
and textual lantern slides should contain no 
more than 20 lines, and 12 to 15 are better. 
Excellent copy for slides which contain that 
much material can be made on a typewriter, 
particularly an electric typewriter equipped 
with a carbon-paper ribbon, 
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The fewer the characters in the copy, the larger each character appears on the screen. The 
foregoing assumes that the dimensions of the copy will be proportional to those of a slide. 

(A) Under the experimental conditions employed, 48 lines of copy, composed of approxi- 
mately 4800 characters, when photographically reduced to crowd the material within the 
inflexible dimensions of a slide, yielded characters only 1% in. high on the screen. 

(B) Composed of approximately 1200 characters, 24 lines of copy yielded characters ap- 


proximately 21%4 in. high on the screen. 


(C) Composed of approximately 300 characters, 12 lines of copy needed no photographic 
reduction in making of the slide and yielded characters approximately 5 in. high on the screen. 
This illustration represents one panel of an exhibit and is reproduced, with permission, from 


Pediatrics. 


When, however, it is desired to make a 
small amount of copy fill the area of the 
slide (and consequently the potentially il- 
luminated area on the screen), typewritten 
copy is unsatisfactory. It must be photo- 
graphically enlarged (blown up) and such 
enlargement results in fuzziness of the let- 
ters. A small amount of copy, therefore, 
should be made by hand with India ink, or 
by setting it in display type and printing it, 
or by some other method whereby it is 
possible to use large characters, only a 
few of which will fill an area larger than 
that of a lantern slide. The necessary pho- 
tographic reduction of such material con- 
denses it, making it appear intensely black. 

Obviously, the tabular or textual material 
of a good lantern slide must be brief, pithy, 
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succinct, and selected. It is far better to 
have too little on a slide than too much. 
Prepare carefully and simplify always. 
Never forget that between the copy and the 
screen is the slide itself and that the area 
of the slide is inflexible. 

It is unnecessary to discuss further lan- 
tern slides made from charts, since all that 
we have written about charts applies to this 
subject. Use of color in charts used for 
lantern slides may be most effective in 
emphasizing certain aspects. 

In lantern slides made from roentgeno- 
grams the area to be discussed should be 
clearly projected. The original roentgeno- 
gram should be cropped, or only a small 
portion of it photographed, so that the 
pertinent part occupies a relatively greater 
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area of the completed lantern slide than it 
did in the original roentgenogram. This 
area may be encircled or arrowed, or a 
contiguous line drawing indicating the 
salient features may be shown to provide 
even greater emphasis. The same applies to 
lantern slides made from photomicrographs, 
although in these it is well that the original 
print be made so that further reduction is 
not necessary for a slide. 

In dermatology lantern slides are used to 
exhibit clinical dermatologic entities more 
frequently than for any other purpose. 
Here again the projected image should 
show clearly the lesion or its variations. 
Slides in color are to be preferred to those 
in black and white. Good taste and the 
patient’s permission govern the exhibition 
of recognizable features and genitalia. Only 
a small normal portion, just enough to 
indicate the part photographed, need be 
shown. If this suggestion is followed, the 
lesion will loom large and clear in the pro- 
jection. The original photograph should 
be made before lotions and ointments have 
been applied and before biopsy is done. 
These all detract from and deemphasize the 
features to be exhibited. 

If the purpose of a series of photographs 
is to show results of treatment, record 
should be made at the time of the first 
photograph of factors such as camera used, 
lens and shutter speed, diaphragm opening, 
lighting, distances, views, and film speed. 
Then the same conditions can be applied 
when subsequent photographs are made. 
Thus, “before and after” views in printed 
illustrations or in lantern slides will be 
truly comparative. 


Comment 


Much has been said in this general dis- 
cussion on medical writing. How much of 
it will be taken to heart and practiced in 
subsequent papers and talks is another mat- 
ter. For those who are uninterested, fur- 
ther comment will be of no value. For 
those who are interested and wish to write 
and speak better, additional comment would 
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be inadequate; these persons are urged to 
read the many excellent papers and volumes 
un this subject of medical writing, a partial 
list of references to which is appended.) 

This paper cannot close without quoting 
certain of the terse phrases contained in a 
recent editorial’® entitled “Rushing into 
Print.” 

“There is much complaint today concern- 
ing the amount of scientific literature that 
each scientist must read if he is to keep 
pace with his own subject. There are many 
reasons for this overwhelming spate, not 
the least of which is the overenthusiasm of 
scientists themselves. Too many of them 
imagine that just because they have written 
a scientific paper it is worthy of publication. 
The result is that the whole field of our 
literature extends over a wide range of 
scientific merit. 

“Much of the detail published in a re- 
search paper is of limited interest and 
value. Men of science might well consider 
publishing only the main points of their 
research and filing the rest for possible 
reference. It was the late Lord Rutherford 
who once said that when writing a letter to 
Nature if you cannot say all that is really 
necessary in 500 words or less, then some- 
thing is wrong... . 

“Too many scientists, especially younger 
ones, seem to assume that the value of a 
scientific paper varies directly as its length. 
I would strongly urge that men of science 
thoroughly train themselves to hold their 
lips tight and their pens dry until they know 
the facts or are sure of what they wish to 
say.” 
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EDWIN G. OLMSTEAD, M.D., and JOHN H. LUNSETH, M.D., Milwaukee 


The literature contains a number of ref- 
erences to the skin changes in chronic renal 
disease. The opinions regarding the cause 
of these skin changes are varied. Fishberg ? 
considers the typical dryness of the skin 
in the uremic patient as due not primarily to 
nitrogen retention but rather to a compensa- 
tory polyuria leading to dehydration of all 
tissues, including the skin. Rosenthal,® in 
an intensive histological study of uremic 
dermatitis, demonstrated that the urea in 
the skin was directly proportioned to the 
urea in the blood. 

The purpose of this report is to call at- 
tention to the syndrome of dryness, scaling, 
and itching of the skin with loss of hair, 
particularly on the arms and legs, which is 
associated with chronic acidosis and is, at 
least partly, reversible with proper therapy. 

All sodium and potassium determinations 
were performed with a Barkley flame pho- 
tometer, with use of lithium as an internal 
standard. Chlorides were determined by 
the Whitehorn method; bicarbonate, by the 
method of Van Slyke, and total serum 
osmolarity was determined with a Fiske 
osmometer and recorded in milliosmoles and 
in freezing-point depression in degrees cen- 
tigrade. 

Case 1.—A 24-year-old Negro woman was ad- 
mitted to the hospital because of rectal urinary 
incontinence. The patient had been born with an 
extrophy of the bladder and had had a repair of 
the bladder with a ureterosigmoidostomy four 
years prior to admission. Since that time, she had 
had some difficulty in controlling the urine flow 
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through the rectum and some night incontinence, 
Approximately one year after the surgery the 
patient began to notice thickening of the skin of 
both legs and arms, with some itching. 

Physical examination was not remarkable except 
for a well-healed lower abdominal scar and the 
absence of pubic bones in the midline. There was a 
small vaginal canal and no clitoris. The skin was 
thickened, dry, and scaling; this was most marked 
over the anterior aspects of both lower limbs, 
underneath the breasts, and on the dorsal surfaces 
of both arms. The hair was absent over the arms 
and legs, and two raised red tender nodules were 
present on the anterior surface of the right leg 
(Fig. 1A). These nodules broke down in the 
center and drained seropurulent material which 
was sterile on culture. Laboratory studies showed 
a normal hemoglobin, white cell count, and dif- 
ferential count. Sedimentation rate (Westergren) 
was 38 mm. in one hour. The urine showed 2+ 
albumin, no sugar or acetone, and 30 to 40 WBC 
per high-power field. NPN was 56 mg. per 100 cc; 
chlorides were 113 mEq. per liter; bicarbonates, 


Fig. 1A (Case 1).—Skin of lower right leg in 
24-year-old Negro woman with acidosis of three 
years’ duration following ureterosigmoidostomy, 
Note loss of hair and small nodule which has 
broken down. 
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Fig. 1B.—Same patient eight months after treat- 
ment with sodium bicarbonate orally, daily. Note 
regrowth of hair. 


16.9 mEq. per liter; sodium, 142 mEq. per liter; 
potassium, 4.4 mEq. per liter. The patient was 
given 3 liters of water per day by mouth and given 
sulfisoxazole (Gantrisin), 0.5 gm. b. i. d., and 
sodium bicarbonate, 1 gm. t. i. d. On this regimen 
the patient’s urinary symptoms were well controlled 
and she did fairly well until six months later, at 
which time she was admitted to the hospital because 
of pain in the right flank and severe headache. At 
this time a right renal calculus was removed. The 
patient was continued on the regimen of sulfisoxa- 
zole, water, and sodium bicarbonate. 

Eight months later the patient was again ad- 
mitted to the hospital for study. At this time she 
had no complaints referable to the genitourinary 
tract. The skin lesions had improved markedly. 
The skin had become soft, and itching and scaling 
had stopped. There was regrowth of hair on the 
arms and on the legs (Fig. 1B). 

Case 2—A 59-year-old Negro woman was ad- 
mitted to the hospital because of vertigo. History 
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revealed some dyspnea upon exertion and a history 
of hypertension of 10 years’ duration. Examination 
revealed marked spasm of the arterioles of the eye- 
grounds with arteriovenous nicking but no hemor- 
rhages or exudates. The chest was clear to 
percussion and auscultation. The heart was slightly 
enlarged to the left and irregular, and there was 
a Grade 2 systolic apical murmur. Blood pressure 
was 240/130. The abdomen was not remarkable. 
The skin on the arms and legs was slightly 
thickened, and there was complete loss of hair over 
these areas. Urinalysis showed a specific gravity 
of 1.005 to 1.010; albumin, 4+; occasional RBC 
and WBC per high-power field. Extensive metabolic 
balance studies indicated that this patient had a 
salt-losing phase of chronic glomerulonephritis. The 
NPN on this admission was 110 mg. per 100 cc.; 
chloride, 86 mEq. per liter; bicarbonate, 20.4 mEq. 
per liter; sodium, 115 mEq. per liter, and potassium, 
5 mEq. per liter. 

A high-sodium diet temporarily improved the 
patient’s condition but resulted in accumulation of 
edema fluid and consequently was stopped. The 
patient went slowly downhill and died four months 
after admission. 

Case 3.—A 67-year-old white woman was ad- 
mitted to the hospital complaining of dizzy spells, 
headaches, and epistaxis of six months’ duration. 
The patient also had shortness of breath on exer- 
tion, some difficulty in seeing, ankle edema, and 
nocturia (two to three times a night) and day 
frequency of urination. 

Physical examination showed Grade 3 arterio- 
sclerotic eyeground changes. Moist rales were heard 
at both lung bases posteriorly, and the heart was 
enlarged to the left midaxillary line. There was a 
Grade 4 apical systolic murmur widely distributed. 
Examination of the abdomen was not remarkable. 
The skin was thick, dry, scaling, and fissured (Fig. 
2) over the dorsal surface of both arms and the 
anterior surface of both legs, and to a less extent 
over the trunk. Laboratory studies showed a hemo- 
globin value of 7.5 gm.; WBC count was normal, 
with a normal differential count. Urinalysis showed 
2+ albumin, with 2 to 3 WBC per high-power field. 
Urine culture revealed Staphylococcus pyogenes 
var. albus and hemolytic Streptococcus. NPN was 
78 mg. per 100 cc.; chlorides, 114 mEq. per liter, 
and bicarbonate, 16.9 mEq. per liter. The patient 
was transfused with cell mass, and discharged from 
the hospital. 

The patient had several admissions for similar 
complaints during the course of the next 18 months. 
Anemia was very refractory and necessitated fre- 
quent blood transfusions. There was a constant 
mild azotemia, with values ranging between 75 
and 118 mg. per 100 cc. Serum bicarbonate ranged 
between 16 and 14 mEq. per liter. Attempts to 
correct the chronic acidosis by administration of 
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Fig. 2 (Case 3).—A 67-year-old white woman 
with chronic acidosis secondary to chronic pyelone- 
phritis of three years’ duration. Note thickening 
and dryness of the skin with scaling and fissuring 
suggestive of senile elastosis. 


sodium bicarbonate failed, as the addition of 
sodium to the diet increased the degree of heart 
failure. Skin lesions progressed, the skin becoming 
very thick and the itching very bothersome, par- 
ticularly on the forearms. It was the impression 
that this patient had chronic pyelonephritis with a 
tubular defect in the absorption of chloride, with 
a resultant chronic hyperchloremic acidosis. The 
patient died as the result of a cerebral hemorrhage 
two years after the first hospitaf admission. 

Case 4.—A 21-year-old white man entered the 
hospital because of recurrent right flank pain and 
dysuria. The patient had a congenital third-degree 
hypospadias and had had chronic pyelonephritis 
with minimal elevation of the NPN for at least 
five years prior to admission to the hospital. 

Physical examination at the time of the last 
admission showed a small white man who was thin 
and appeared chronically ill. Examination of the 
ears, nose, and throat was net remarkable except 
for congenital underdevelopment of the external 
ears. The examination of the heart and chest was 
normal. The blood pressure was 130/80. There was 
marked pain in the right flank. The skin of the 
body was slightly thickened, warm, and dry. The 


coarsening of the skin was most marked over — 


the forearms and lower legs, and there was a 
moderate loss of the skin hair in these regions. 
NPN was 57 mg. per 100 cc.; chloride was 110 
mEq. per liter ; bicarbonate was 20.4 mEq. per liter. 
Urinalysis showed specific gravity of 1.015, albumin 
3++, with occasional RBC and clumps of WBC per 
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high-power field. Urine culture showed Escherichia 


coli.and hemolytic streptococci. Review of previous 
hospital records showed that the patient had had q 


low-grade acidosis for seven months prior to the 
admission, 

On this admission the patient was given sulfisoxa- 
zole, 0.5 gm. b. i. d.; sodium bicarbonate, 1 gm. 
t.i.d., and 3 liters of water per day by mouth. The 
patient slowly improved and was discharged from 
the hospital in three weeks. The regimen was 
continued for three months, and the patient has to 
date been free of symptoms, but there have bee 
no great changes apparent in the skin picture. 


Case 5.—A 55-year-old white man underwent 
a bilateral ureterosigmoidostomy for carcinoma of 
the bladder three years before admission. One year 
after the bilateral ureterosigmoidostomy a skin 
graft was attempted on a third-degree burn of the 
left wrist, the skin being taken from the anterior 
surface of the left thigh. However, the skin graft 
did not take. One and one-half years after the 
operation the patient noted an increase in thirst 
to a point that at the time of admission he drank 
water hourly during the day and four to five glasses 
of water during the night. The patient had noticed 
that the skin had become dry and scaly. There 
had been loss of hair over the body for 18 months 
prior to admission. There had been a mild hyper- 
chloremic acidosis as early as one month after the 
bilateral ureterosigmoidostomy. This hyperchlor- 
emic acidosis had persisted until the time of 
admission. 

Findings at this time consisted of a well-de- 
veloped well-nourished white man with extreme 
dryness and scaling of the skin resembling ichythy- 
osis. The skin lesions were most marked over the 
shoulders, neck, and back, and there was a loss 
of hair of the legs, arms, and chest. The NPN 
on admission was 36 mg. per 100 cc.; chloride, 110 
mEq. per liter; bicarbonate, 18.6 mEq. per liter. 
The patient was given 0.5 gm. of sulfisoxazole 
b. i. d., 1 gm. of sodium bicarbonate t. i. d., and 3 
liters of water orally daily. On this regimen the 
patient improved slowly over the ensuing two 
months. The skin became softer, and there was 
some regrowth of skin hair. At the present time 
the patient’s thirst is less, and he does not get up 
at night to drink water. Itching of the skin has 
ceased. 


Case 6.—A 40-year-old white woman developed 
characteristic symptoms and signs of anterior 
pituitary insufficiency 18 months after delivery of 
her last child, 7 years before the present study. 
Shortly after developing these signs and symptoms 
she developed an increased thirst and was brought 
to the hospital for study. At that time, it was 
found that she had chronic hypertonicity of the 
body fluids manifested by a serum sodium value 
consistently in a range of 160 to 165 mEq. per liter 
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and a serum chloride value of 115 to 120 mEq. per 
liter. The patient was quite comfortable with the 
hypertonicity of the body fluids, and no attempt was 
made to correct this situation by increasing the 
hydration. At the time of study, seven years after 
the onset of the syndrome, the patient presented 
the picture of typical anterior pituitary insufficiency, 
with fine hair, soft smooth skin, and loss of axillary, 
pubic, and body hair. NPN at the time of the last 
study was 36 mEq. per liter; bicarbonate, 27.8 mEq. 
per liter; chloride, 110.9 mEq. per liter; sodium, 
158 mEq. per liter; potassium, 4.5 mEq. per liter. 


Pathology 


A wedge biopsy specimen of the skin of 
the leg was obtained from the five cases of 


Fig. 3B (Case 4).— 
Separation of fibrils in 
papillary layer, with con- 
sequent enlargement of 
the papillae. Hematoxylin 

eosin stain; reduced 
about 12% from mag. 
X 325. 
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Fig. 3A—Epidermis 
and papillae layer of 
normal skin of the leg; 
Gomori elastin stain; re- 
duced about 12% from 
mag. XX 325. Note the 
closely packed collagen 
fibrils and almost com- 
plete absence of elastin 
in the papillary layer. 


acidosis listed above. For a control study, a 
wedge section of the skin from the leg, was 
obtained at autopsy from 10 patients rang- 
ing from 25 to 70 years in age in whom 
there was no electrolyte imbalance. All 
sections were stained with hematoxylin and 
eosin, Gomori’s stain for elastin, periodic 
acid-Schiff stain, and Gridley’s reticulum 
stain, 

Epidermis——The most notable finding 
was the hyperkeratosis present in all acidotic 
cases. It was no more than moderate in any 
case and did not correlate well with the 
changes in the dermis and the dermal ap- 











Fig. 4.—Severe chronic 
acidosis in Case 
Marked increase in elastin 
fibrils (black) and con- 
siderable enlargement of 
the papillae. Gomori 


elastin stain; reduced 
about 12% from mag. 
x 60 


pendages. The epidermal atrophy involved 
only the prickle-cell layer. No degenerative 
epithelial cells were noted in any case. 

Dermis.—The abnormal findings in the 
dermis were confined to the papillary layer. 
In the skin from the nonacidotic control 
cases this layer was thin and consisted of 
closely packed delicate collagen fibers and 
elastin fibers were rare (Fig. 3A). In the 
cases associated with acidosis this layer was 
thicker than normal (Fig. 3B). As a con- 
sequence, the papillae were enlarged both 
in height and in width, and the papillary 
thickening appeared to be due more to a 
separation of the original fibers than to a 
proliferation of the new fibers. Between 
the separated fibers was a material staining 
faintly bluish-pink with hematoxylin and 
,eosin and suggestive of edema fluid. 

The most characteristic and prominent 
change in the papillary layer in the acidotic 
cases was an increase in the elastin fibers 
(Fig. 4). It can be seen that the degree of 
elastosis correlated well with the degree and 
chronicity of the acidosis. In none of the 
cases was there an appreciable increase in 
the total papillary fibrous tissue, but rather 
there was an increase in the percentage of 
elastin fibers, 

In the cases with least elastosis the elastin 
iibers were delicate and branching, while in 
the cases with the most elastosis the elastin 
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Fig. 5A (Case 5).—Note delicate branching 
elastin fibers in papillary layer in case of low-grade 
acidosis. Gomori elastin stain; > 325. 


fibers were coarser and more closely packed, 
with less branching (Figs. 5A and 5B). 

Elastin fibers were found in the entire 
papillary layer, extending up to the epi- 
dermis. Papillary elastin appeared to have 
arisen from the reticular elastin and was not 
accompanied by an inflammatory cellular 
reaction. 
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Biopsy specimens from cases of senile 
elastosis were studied for comparison and 
showed that the elastin fibers in the acidotic 
cases referred to above stained more in- 
tensely with the elastin stain than did the 
senile elastotic fibers, and, in general, in 
the cases of chronic acidosis the elastin 
fibers were more delicate and less frag- 
mented and did not have the smudgy pale- 
blue appearance with the hematoxylin and 
eosin stain that was characteristic of the 
senile elastotic fibers. 

Dermal Appendages.—Atrophy of the 
hair follicles was greater in the acidotic 
cases than in the nonacidotic control cases; 
however, correlation between the degree of 
atrophy and the degree of acidosis was not 
striking. The degree of sweat gland atrophy 
did not appear to be different in the acidotic 
cases from that found in the nonacidotic 
cases. 

The finding that did correlate well with 
the papillary elastosis and acidosis was the 
increase of elastin fibers in the sheaths of 
the hair follicles (Fig. 6). As in the papil- 
lary portion of the dermis, there was no 
appreciable increase in fibrous tissue in the 
perifollicular regions among the acidotic 
cases, but rather an increase in the per- 
centage of elastin fibers, which was not 
accompanied by any inflammatory cellular 
reaction. 
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Fig. 5B (Case 3).— 
Condensation of elastin 
fibers in papillae with 
little branching in case 
of long-standing severe 
acidosis. Gomori elastin 
stain; reduced about 12% 
from mag. X 325. 


Studies of sections from the case of 
diabetes insipidus with hyperosmolarity of 
the body fluids for seven years (Case 6) 
revealed moderate epidermal atrophy, slight 
hyperkeratosis, and slight atrophy of the 
hair follicles and sweat glands, but there 
was no papillary or perifollicular elastosis. 

In Case 1, a second biopsy specimen was 
obtained 2 cm. away from the first after 


Fig. 6.—Perifollicular increase of elastin_ fibers 


Gomori 


in patient with long-standing acidosis. 
elastin stain; x 60. 































Fig. 7A (Case 1).— 
Skin biopsy specimen 
before correction of acid- 
osis. Note marked papil- 


lary elastosis. Gomori 
elastin stain; reduced 
about 12% from mag. 
x 60. 


correction of the acidosis with sodium 
bicarbonate for a period of eight months 
(Figs. 7A, 7B, 7C, and 7D). The second 
biopsy specimen showed slightly less hyper- 
keratosis and epidermal atrophy than the 
first. It also showed evidence of trichogene- 
sis. The most impressive difference, how- 
ever, was the considerable reduction in 
papillary and perifollicular elastin in com- 
parison with the first biopsy specimen. In 
the second specimen, however, the total 
amount of fibrous tissue at both sites did 
not differ from that of the first; there was 
only a reduction in the percentage of the 
elastin fibers. 





Comment 

The only histological finding which corre- 
lated well with the degree of acidosis and 
which decreased appreciably following cor- 
rection of the acidosis was the papillary and 
perifollicular elastosis, 

The elastosis consisted of an increase in 
the percentage of elastin in the papillary 
and perifollicular areas which was roughly 
proportional to the degree of acidosis. There 
did not appear to be an appreciable increase 
in the total fibrous tissue in any of these 
areas. 

The most obvious conclusion to be drawn 
from these findings is that the elastosis re- 


Fig. 7B (Case 1)— 


after correction of 
acidosis with oral ad- 
ministration of sodium 
bicarbonate. Note almost 
complete absence of 
elastin in the papillary 
layer. Gomori elastin 
stain; reduced about 12% 
from mag. X 60. 
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sulted from the conversion of nonelastin 
(for the most part collagen) to elastin in the 
papillary and perifollicular regions and that 
this conversion was in some way due to the 
acidosis. In favor of such a conversion is 
the close chemical similarity between colla- 
gen and elastin ** and the fact that collagen 
has been converted into elastin in vitro by 
treatment with 1% sodium m-periodate at 


pH 5° and by treatment with dilute acid or 
alkali.*-® 

The chief histologic explanation for the 
coarse macroscopic appearance of the acid- 
| otic skin lesions is the enlargement of the 
papillae and the hyperkeratosis. 


Fig. 7D (Case 1).— 
Note almost complete ab- 
sence of perifollicular 
elastosis after acidosis 
had been corrected with 
sodium bicarbonate for 
eight months. 
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Fig. 7C (Case 1).— 
Perifollicular elastosis be- 
fore correction of elas- 
tosis. Gomori elastin 
stain; reduced about 12% 
from mag. X 60. 


Tables 1 and 2 summarize the main find- 
ings in the five cases listed above and the 
sixth case, with chronic hyperosmolarity of 
the body fluids. It is apparent that a num- 
ber of factors could be responsible for the 
skin changes and chronic renal diseases. 
These include retention of nitrogenous by- 
products, phosphates, sulfates, and other in- 
organic products by the failing kidney. 


- Chronic acidosis or chronic hyperosmolarity 


of the body fluids could also be important 
factors. However, clinical and histological 
study of these cases indicates that the skin 
picture most closely parallels the degree and 
duration of the acidosis. Chronic acidosis 
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TABLE 1.—Clinical and eat i 4 Summary of Five Cases of Skin Manifestations 
of Chronic Acidosis and of One Case (Case 6) of Chronic Hyperosmolarity 
of the Body Fluids 








Case 


Age, 


=r; Diagnosis 


24 Ureterosigmoidostomy 
for congenital extrophy 
of the bladder 4 yr. 
before study 


59 Chronic glomerulone- 
phritis, symptomatic for 
18 mo. before study 


67 Chronie pyelonephritis 
with renal tubular 
acidosis 2 yr. before 
study 


21 Chronic pyelonephritis 
due to congenital hypo- 
spadias at least 7 yr. & 


Skin Manifestations 


Dryness, scaling, loss of 
hair, most marked on 
lower legs, shoulders, 
arms, & under breasts 


Skin slightly oem a 
loss of hair on arms & 
legs 


Skin pt is Ban neg 

scaly, generalized, bro 

roe plementation, & ae of 
air on all extremities 


Moderate dryness, mini- 
mal thickening of skin 
with some loss of hair on 





acidosis for 7 mo. arms & legs 
5 55 Ureterosigmoidostomy Skin dry & scaling over 
for carcinoma of bladder whole body with loss of 
5 yr. before study hair on trunk & 
extremities 


6 40 Anterior and posterior 
pituitar rs insufficiency skin 
7 yr. before study hair 


Smooth dry skin; oh of 
, axillary, & pubi 





Mean Serum Osmolarity * 
Mea: Mean | Mean ni 
yah HCO; Cl,* Freezing Point 
Mg. 7100 Ce. mEq. a. mEq. /L. Depression, mOsm, 
grees, C 
51 19.9 109 —0.572 307 
(22) (28) (24) (6) 
90.6 19.9 94.6 —0.568 05 
(25) (24) (24) (16) 
90 14.8 lll —0.604 325 
(19) (17) (17) (4) 
76 22 99 —0.582 313 
(7) (17) (7) (4) 
33 19.8 104 —0.538 289 
(9) (7) (8) (3) 
35.5 27.8 110.9 —0.594 
(14) (69) (74) (15) 





* The number of determinations is given in parentheses. 


was the common denominator of all cases 
showing skin changes. An elevated NPN 
in itself will obviously not cause the skin 
changes, as the patient of Case 5, although 
he had chronic acidosis, did not have chronic 
azotemia. Similarly, in Case 1, although 
there was chronic acidosis, there was mini- 
mal elevation of the NPN (mean elevation, 
51 mg. per 100 cc, in 22 determinations). 
Hyperchloremia in itself will also not 
cause this syndrome, as the syndrome oc- 
curred both in Case 2 and in Case. 4, in 
which there was no elevation of the serum 
chloride although there was a_ persistent 
acidosis. 

Perhaps the most interesting study is 
Case 6, in which chronic hyperosmolarity 
of the body fluids was associated with 
anterior and posterior pituitary insufficiency 


of seven years’ duration. As may be seen 
from the Table, determinations of the freez- 
ing-point depression were done on several 
occasions for all patients. That hyperosmo- 
larity of body fluids in itself will not cause 
this lesion is apparent from study of Case 
5, in which, although an acidosis was 
present, there was no elevation of osmolarity 
(289 mOsm., or —0.538 C). Furthermore, 
the marked elevation of the tonicity of the 
body fluids evinced in the sixth case (314 
mOsm., or —0,584 C) rules out hyperosmo- 
larity of body fluids per se as causing this 
lesion. 

Correction of the chronic acidosis by ad- 
ministration of sodium bicarbonate did re- 
verse the skin lesions in Case 1 (Fig. 1) 
and has partially reversed the skin lesions 
in Case 5. Unfortunately, when there is a 


TABLE 2.—Main Histological Findings in the Skin in Five Cases of Chronic Acidosis 
and in One Case (Case 6) of Chronic Hyperosmolarity of the Body Fluids 











Epidermis 
Dermis, 
Case Hyper- Epidermal Papillary 
keratosis Atrophy Elastosis 
1 2+ 2+ 3+ 
2 2+ 2+ 4+ 
3 2+ I+ 2+ 
4 2+ 1+ 2+ 
5 1+ 1+ 2+ 
6 1+ 2+ 0 


Dermal Appendages 





Duration of 
Atrophy of Atrophy of _ Perifollicular Symptoms 
Sweat Glands Hair Fol icles Elastosis 
0+ 2+ 2+ 3 yr. 
2+ 3+ 3+ 21 mo. 
1+ 3+ 14+ 15 mo. 
0 1+ 1+ 5 yr. 
0 2+ 1+ 2 yr. 
1+ 1+ 0 7 yr. 
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CHRONIC ACIDOSIS 


high degree of azotemia or an associated 
cardiac lesion the administration of sodium 
bicarbonate in amounts necessary to correct 
the acidosis increases the degree of heart 
failure and edema formation and makes this 
form of therapy unsuccessful. History of 
the onset of the skin lesions in relationship 
to the acidosis was available in two cases 
(Case 1 and Case 5). In Case 1 the patient 
noticed the skin lesions appearing 1 year 
after the ureterosigmoidostomy, and in 
Case 5 the patient noted the skin lesions 
occurring 18 months after the ureterosig- 
moidostomy. In Case 5 it was known at 
the time of the onset of the skin lesions 
that a low grade of hyperchloremic acidosis 
had been present for 17 months. 


Summary and Conclusions 


Five cases of dermatitis associated with 
chronic renal disease are presented. All cases 
showed thickening of the skin, dryness, 
scaling, and loss of body hair, particularly 
over the extremities. 

The most striking histological finding in 
the cases of chronic acidosis was the oc- 
currence of an increase in elastin fibers in 
the papillary layer of the skin and in the 
perifollicular regions, which seemed to cor- 
relate with the degree and duration of the 
acidosis. 

The degree of skin involvement clinically 
and pathologically was more closely related 
to the degree of acidosis and the duration 
of acidosis than to any other single chemi- 
tal abnormality of the serum. Skin changes 
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occurred in the presence of a normal NPN, 
chloride, and total serum osmolarity. How- 
ever, similar skin changes did not occur in 
a patient with hyperchloremia, hyperna- 
tremia, and hyperosmolarity of seven years’ 
duration. 


Clinical improvement of the skin lesions, 
with loss of itching and regrowth of hair, 
occurred in two cases of chronic acidosis 
treated with sodium bicarbonate for eight 
and five months. In one of these cases, 
repeat biopsy of the skin after treatment 
with sodium bicarbonate showed a return of 
the histological picture to normal. 


8700 W. Wisconsin Ave. (13). 
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Pustular Psoriasis 





JOHN T. INGRAM, M.D. (London), F.R.C.P. (London), Leeds, England 


There are three chronic pustular eruptions 
of hands and feet which are peculiarly re- 
sistant to treatment and which merit our 
attention as a group rather than as inde- 
pendent affections. They are described 
under the titles of acrodermatitis continua 
or perstans, pustular bacterid, and pustular 
psoriasis. They are all forms of persistent 
pustular pompholyx; they are perhaps only 
variants of one distinctive clinical entity, 
one particular pattern of reaction, and it 
would be helpful if they carried a single 
distinctive label. 

Since these affections are four times 
commoner in psoriatic patients than in 
others, I have taken the label pustular 
psoriasis to cover the whole group. There 
are, indeed, commonly psoriatic features in 
the histology, but I am not suggesting that 
these affections are merely psoriasis. 

I might have taken the label persistent 
pustular pompholyx for similar reasons, 
because there is certainly an eczematous 
component clinically and histologically, but 
equally I would not suggest that the affec- 
tions are merely eczematous. 

I think, in fact, that they are combined 
eczematous and psoriatic reactions and, like 
so many other combinations, owe their re- 
calcitrance to that fact. 

But my chief concern here is to present 
these varied ills as a single entity and if 
possible seek a single title for them. 


Acrodermatitis Continua 
Acrodermatitis continua was first de- 
scribed by Hallopeau (1890), and I will not 
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Fig. 1 (Case 2).—Acrodermatitis continua. 


elaborate its history over the years (Barber, 
1927). It is by many accepted as the same 
affection as that described by Radcliffe 
Crocker (1888) as dermatitis repens and § 
associated with the presence of staphyle 
cocci, which are regarded as in part causa 
tive. a 

It may be precipitated by trauma, espe 
cially about a nail, and is characterized by q 
lakes of pus and sometimes by a spreadin : 


vesicopustular margin. A slow, long-drawm 
out progress over the course of years maj 
be associated with some degree of atrophy 
of the parts affected. There may be tem 


porary response to antibiotic therapy. Dore 
(1928) described a mild form of this diseasé 
limited to the centers of the palms and soles 


The analogy with some chronic infective 


scarring seborrheic ills should be noted, ag! 
should the rare pustular accompaniments of 
psoriasis, some of which may simulate im 
petigo herpetiformis. It may also be noted: 
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PUSTULAR PSORIASIS 





Fig. 2 (Case 2).—Acrodermatitis continua. 


at this point that both trauma and pyogenic 
infection may determine these rare sebor- 
rheic and psoriatic reactions. 


Pustular Bacterid 


The pustular bacterid which has been em- 
phasized by Andrews (1935) presents dis- 
crete lakes of pus about digits and palms 
and soles. As in all these affections, the 
pustules dry to a thin scale and discrete 
brownish macule, but other secondary 
changes are not seen. The pustules are 
commonly sterile. 

Andrews regarded the affection as de- 
pendent upon focal sepsis, often in tonsils, 


Fig. 3.—Pustular bacterid. 


























Focal Sepsis m a Group of Seventy Patients 








Patients, Still 
No. Affected 
Group with focal sepsis 
ocus removed 18 2 16 
Focus not removed 5 3 2 
Group with no focal sepsis 47 a 43 





and curable by removal of that focus. Barber 
also subscribed to that view. My own ex- 
perience has not confirmed either the con- 
ception of etiology or the prognosis 
suggested here and is indicated in the Table. 

At the same time I would recall the 
common reaction to acute, especially tonsil- 
lar, infection by ordinary pompholyx of the 
extremities and the reasonableness of the 
conception of a chronic pustular pompholyx 
from chronic infection. I believe that in 
some cases this is the precipitating cause 
of the eruption, but removal of the precipi- 
tating cause does not cure the whole disease. 
Acute tonsillitis may precipitate guttate 
psoriasis, but tonsillectomy does not cure 
psoriasis. 

My colleague Dr. Everall has produced 
certain figures from our experience in Leeds 
bearing on the question of focal sepsis in 
this group of ills, and they indicate better 
than words the findings in this regard. These 
figures are taken from a consecutive series 
of hospital cases. 


Pustular Psoriasis 





The third variant of this disease is de- 
scribed as pustular psoriasis of the extremi- 
ties. We are all familiar with the dry 


Fig. 4.—Pustular bacterid. 


Fig. 5.—Pustular psoriasis. 


abscesses of Munro in the histology of 
psoriasis and can readily visualize the pres- 
entation of sterile lakes of pus clinically if 
the reaction becomes exudative. This may 
occur from excess of zeal in local treatment, 
as from chrysarobin, or from some acute 
systemic toxemia, as with influenza. It is 
not that phase of psoriasis, however, that 
concerns us here but the spontaneous and 
persistent outbreak of such lesions usually 
limited to hands and feet (Barber, 1930; 
Ingram, 1930). 

In pustular psoriasis of the extremities we 
have a recalcitrant eruption in which a 
diffuse psoriatic scaling about the palmar 
eminences or center of palm or about the 
pulps of digits or the skin about the nails 
and analogous sites on the feet is associated 
with small lakes of pus, commonly sterile 
and drying to form brown macules as in the 
other affections described. Removal of the 
scales leaves a red glazed skin in which 
the pustules and macules appear more 
clearly. 

I have on three occasions only seen pus- 
tular psoriasis in a generalized and uni- 
versal form. These were patients who had 
previously had ordinary psoriasis. In two 
patients there was associated arthritis. The 
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Fig. 6—Pustular phase in psoriasis following 
influenza. 
ultimate picture, which persisted for many 
years with spontaneous exacerbations and 
partial remissions but without response to 
treatment, proved fatal in all three patients 
after many years. It was not in this phase 
recognizable as psoriasis, presenting a wide- 
spread eruption of discrete, usually sterile, 
pustules with a variable degree of erythema 
and sometimes scaling. The pustules occa- 
sionally coalesced into shallow subcuticular 
sheets of pus, and there were recurrent 
phases of pyrexia but no systemic or visceral 
disease. A postmortem examination of one 
of these patients with generalized pustular 
psoriasis who died showed no significant 
visceral findings. 


Fig. 7.—Generalized and _ universal 


psoriasis. 


pustular 
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PUSTULAR PSORIASIS 


Altogether, in a consecutive series of 
25,000 patients seen with skin diseases in 
my private practice, 1625 (6.5%) have had 
psoriasis and 133 (0.53%) have had persist- 
ent pustular eruptions of extremities—44 
male patients and 89 female patients. 

Of the 1625 patients with psoriasis, 35 
(2%) have had pustular eruptions of the 
extremities—10 male patients and 25 female 
patients. 

In other words, of the 133 patients with 
pustular eruptions, 35 had psoriasis proper 
and 98 had no accompanying psoriasis. This 
suggests that the psoriatic is significantly 
prone to the reaction, the incidence in psori- 
atics being four times greater than that in 
dermatological patients generally. 


Comment 


We have no knowledge of the real cause 
of these reactions other than precipitating 
factors such as may determine any type of 
constitutional reaction—trauma, infection, 
toxic or emotional stress, etc. The age of 
onset varied between 7 and 70 years, the 
average being between 40 and 50. 

Histology does not help in interpretation 
and does not differentiate the three types or 
variants of reaction I have described. 

The sites of election, the anatomical and 
physiological skin peculiar to palms and 
soles, must be significant and suggests phys- 
iological, probably emotional, instability. But 
general measures of treatment, as antibi- 
otics, sedatives, and steroid hormones, are 
without effect. 

It will be recalled that both chronic 
psoriasis and chronic eczema of these partic- 
ular sites are usually most resistant to 
treatment. . ' 

As with most reactions in which the epi- 
dermal component is significant, topical 
measures are the more valuable in treatment, 
though radiotherapy is of no value. Tar 
and a sulfonated bitumen preparation re- 
sembling ichthammol (Ichthyol) or com- 
binations of these are attended with a 
greater or smaller measure of success but do 
not readily clear the affection. 
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No doubt experience varies in different 
countries and peoples and among derma- 
tologists whose outlook and approach toward 
constitutional ills vary widely. I have been 
impressed by the frequency with which eme- 
tional stress has played a part in precipitat- 
ing or aggravating pustular psoriasis in my 


patients. Trauma and a susceptibility to 
eczema or psoriasis have been other notable 
features. 


Report of Cases 


The following accounts are very brief 
summaries of a few illustrative cases. 

Case 1.—Man, aged 35. Constitutional eczema 
and pompholyx (1947). Started with pustular 
psoriasis (1950). This persisted and p-itcient was 


admitted to a mental hospital (1955), with a 
psychoneurosis and- aggravation of pustular 
psoriasis. 


CasE 2—-Woman, aged 46. Menopausal. Sub- 
ject to much domestic stress from a second mar- 
riage following divorce. April, 1954, had all teeth 
extracted because of sepsis. November, 1954, burnt 
right palm, precipitating eruption of acrodermatitis 
continua, which persists. Similar lesions on feet, 
elbows, and knees. (Dr. Barlow gave permission 
to report this patient.) 

Case 3.—Man, aged 46, dentist. Lichen simplex 
behind right knee, 16 years. Past history of attack 
of lichen planus. Pricked palms with cactus plant 
18 months ago; pustular psoriasis of hands and 
feet followed 2 months later. 


Case 4.—Woman, aged 44. Lichen simplex of 
shin, 10 years. Pustular psoriasis of left sole, 6 
months. 


My colleague Dr. Hellier had a male 
patient, aged 54, with a history of a chronic 
pustular eruption of hands and feet, pustular 
psoriasis, of 11 years’ duration. Four years 
ago he developed a widespread, generalized 
pustular eruption of trunk and limbs, con- 
sisting in subcuticular sterile lesions re- 
sembling the cases described by Sneddon 
and Wilkinson (1956). He had hyperten- 
sion, B. P. 200/120. His eruption is com- 
pletely controlled by 4,4’-diaminodiphenyl 
sulfone (Dapsone) therapy or sulfapyridine, 
though there was no suggestion of derma- 
titis herpetiformis or any aggravation from 
iodides. Treatment of other patients with 
pustular psoriasis with Dapsone or sulfa- 
pyridine has not been successful. 
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Summary 


It is suggested that the three chronic 
pustular eruptions of hands and feet de- 
scribed under the titles of acrodermatitis 
continua, pustular bacterid, and pustular 
psoriasis are variants of a single pattern of 
reaction. 

The presence or absence of staphylococci 
in the lakes of pus is not of significance. 

The subjects of psoriasis are more sus- 
ceptible to this reaction than others, and 
there are psoriatic and eczematous compo- 
nents to the reaction histologically and clin- 
ically. 

Treatment other than by local measures 
is not beneficial, tar and a sulfonated bitu- 
men preparation resembling ichthammol 


(Ichthyol) being the more effective appli- 
cations. 
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Occasionally the affection is seen as a 
generalized reaction and may prove fatal. 
Females are more subject to the affection 
than males, in the proportion of two to one, 


27 Park Square (1). 
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Introduction 


The dermatological aspects observed in 
different conditions associated with mental 
deficiency have been emphasized by Tou- 
raine (1947).1 Recently Zeligman and 
Scalia (1954)? surveyed a large number of 
Mongoloid patients and noticed the very 
high frequency of (1) protruding and/or 
fissured lower lip (100%), (2) scrotal or 
enlarged tongue (95%), (3) acrocyanosis 
(90%), and (4) a high incidence of xerosis 
or ichthyosis (69%). Ewing (1955-1956) * 
studying the skin condition in a group of 
mentally defective patients, showed a signifi- 
cantly high incidence of dyskeratoses in 
Mongolism. Using the concept of dyskera- 
tosis in a broad sense, Ewing classified 
under this term the following conditions: 
ichthyosis vulgaris, ichthyosis congenita 
(congenital ichthyosiform erythroderma), 
Darier’s disease (keratosis follicularis), and 
tylosis palmaris et plantaris (keratosis or 
ichthyosis palmaris et plantaris). He re- 
ported that 18 of 36 Mongoloid patients 
included in his group of mental deficients 
presented dermatological manifestations 
classified as dyskeratoses. 

In the framework of a broad investigation 
of Monogolism being conducted by the Wis- 
consin Psychiatric Institute*® we became 
interested in the cutaneous abnormalities 
found in this condition. At first, we intended 
only casually to seek and observe the clinical 
aspects reported by Zeligman and Scalia and 
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A Clinicopathologic Study of the Skin in Mongolism 
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by Ewing. But, as we viewed the Mon- 
goloids in our ward rounds, we noticed a 
high incidence of localized well-defined 
chronic eczematous plaques and circum- 
scribed hyperkeratotic lichenifications, which 
we identified clinically as lichen simplex 
chronicus (Vidal). Therefore, we per- 
formed a systematic clinical survey of these 
Mongoloids and a controlled histopathologic 
study of their lesions. In this report it is 
our purpose to present the results of this 
study and to record the higher frequency of 
this dermatological condition in the Mon- 
goloid, a fact which, in our opinion, here- 
tofore has not been sufficiently emphasized. 


Materials and Methods 


A complete dermatologic examination was per- 
formed on 232 Mongoloids of both sexes at the 
State of Wisconsin Colonies and Training Schools 
for mental defectives at Union Grove and Chip- 
pewa Falls, Wis. In order to provide a control 
group, 204 patients with cerebral palsy, who are 
inmates of the same _ institutions, were also 
similarly examined.* Surgical biopsy specimens of 
the lesions were fixed in 10% formalin and in 
absolute alcohol. Sections were prepared with the 
hematoxylin and eosin stain,” Weigert’s stain for 
elastic tissue,’ the periodic acid-Schiff reaction,” 
and Laidlaw’s silver stain for reticulum.® 


Clinical Observations 
Of the 232 Mongoloid patients, 173 


(74.6%) demonstrated localized chronic hy- 


perkeratotic lichenifications. The most fre- 
quent site was the dorsum of the upper 
arm, including the elbow. In order of de- 
creasing frequency, the other areas involved 
were anterior thighs, the flexural aspects 
of ankle areas, the wrist, the back of the 


*The investigations on the cerebral palsied 


children reported in this paper were supported by 
a research grant from the Madison, Wis., Junior 
Chamber of Commerce Auxiliary. 
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Fig. 1—Mongoloid woman, 26 years of age; 
elbow region. Hyperkeratotic lichenified plaque, 
consistent with lichen simplex chronicus of 
moderate degree. (See Fig. 4 
neck, and the knuckles. These lesions con- 
sisted of fairly well-defined plaques of 
thickened, corrugated, lichenified, and slightly 
reddened skin with a firm gray scale (Fig. 
1). In most cases, the lesions were dry, 
with the marked accentuation of the skin 
lines and the thickening which characterizes 
lichenifications (Fig. 2). Some lesions 
showed irregular inflammatory areas with 
soft red papules and moderate crusting, in 
addition to the lichenification. Basically the 
condition was a chronic dry _lichenified 
dermatitis with an occasional superimposed 
subacute eczematous reaction. Signs of 
excoriation were rare. The lesions had been 
of rather long duration and had remained 
refractory to topical therapy, which, at best, 
had been extremely desultory. We identified 
the condition as lichen simplex chronicus. 

In this Mongoloid group, 90% of the 
patients manifested xerosis (xeroderma or 
asteatosis) of the skin. Mucous membranes 
were essentially normal. Here the patients 
had a dry, finely scaled skin, varying in 
degree from slight asteatosis to severe dry- 
ness with a fine brittle scale. It was general- 
ized ichthyosiform xeroderma. It represents 
the milder form of “simple ichthyosis” as 
the term is frequently used.° 
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Fig. 2.—Mongoloid man, 48 years of age; dorsai 


(See Fig. 5.) 


forearm. Lichen simplex chronicus, 


Two of the Mongoloids had profound con- 
genital ichthyosis vulgaris, manifested bya 
generally hyperkeratotic fish-like skin (wi 
exception of palms, soles, and face). Neither 
manifested eczematous dermatitis when ob- 
served. 
In dividing the results of our cliniall 
observations according to age groups, We 
found that, as the Mongoloids became older, 
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the frequency of lichen simplex increased 
(Table). 

Excluding the two patients with classial 
ichthyosis vulgaris, the number of Mon- 
goloids without a sign of lichen simplex 
was 57; in 22 of these there was no indica 
tion of the ichthyosiform xeroderma, and 17 
of these were less than 10 years of age. 

Examination of the 204 patients wi 
cerebtal palsy in the same _instituti 
showed that 35% of them were afflicted wi 
some degree of chronic lichenified eczema 0 





Localized Hyperkeratotic Lichenifications (HL) 
in Mongolism 








Control Bc 





q Mongoloids (Cerebral Palsy) 
ge 
Total HL % Total HL % 
5-10 48 30 62.5 Ae is we 
11-20 84 61 72.6 160 56 35.0 
Over 20 100 82 82.0 44 16 363 
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Fig. 3—Mongoloid 
youth, 19 years of age; 
upper arm. Hyperkera- 
tosis and slight irregular 
acanthosis; chronic in- 
flammatory infiltrate and 
moderate fibrosis in 
corium. Reduced about 
11% from mag. X 150. 


Fig. 5.—Section from 
area of lichen simplex 
on forearm of Mongo- 
loid shown in Figure 2. 
Moderate hyperkeratosis 
and patchy parakeratosis, 
acanthosis, . and slight 
Spongiosis; chronic in- 
flammatory perivascular 
infiltrate. Reduced about 
11% from mag. X 150. 


Fig. 4.—Section from 
area of lichen simplex 
chronicus of elbow of 
Mongoloid shown in 
Figure 1. Thick keratotic 
scale and moderate acan- 
thosis. Foci of lympho- 
cytes and monocytes 


surround blood vessels in 
corium. Reduced about 
11% from mag. X 150. 








the same type as that found in the Mon- 
goloids, a_ significantly lower incidence 
(Table). 


Histopathologic Observations 


Irregular acanthosis of epidermis was a 
constant finding. It varied in degree from 
moderate hyperplasia in some subjects to 
marked papillomatosis in others (Figs. 3 to 
6). Fusion of rete ridges was common, The 
epidermis was hyperkeratotic in all instances, 
and the scale also was variable in thickness. 
Moderate patchy parakeratosis was always 
present. The granular layer was conspicuous; 
although excessively thick as a rule, it was 
otherwise normal except for a diminution in 
its thickness at foci of parakeratosis and 
epidermal edema. Edema (spongiosis) of 
the epidermis was noted in all the biopsies, 
variable in distribution and degree. The 
basal layer of epidermis was normal (Figs. 
3 to 6). 

The upper cutis contained foci of peri- 
vascular infiltration of lymphocytes; occa- 
sionally eosinophilic leukocytes were present 
in small numbers. Special stains revealed no 
obvious alteration of collagen, reticulum, 
elastic tissue, or adnexal structures. 

These pathological changes are as a whole 
diagnostic only of chronic nonspecific der- 
matitis, consistent with chronic eczema. We 
believe that this demonstrates the histologic 
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Fig. 6—Mongoloid 
man, 27 years of age, 
posterior upper 
lichen simplex. Severe 
hyperkeratosis, patchy 
parakeratosis, irregular 
acanthosis, and slight in- 
flammatory infiltrate in 
corium. Reduced about 
11% from mag. XX 150, 


variation of epidermal and dermal inflam- 
mation, hyperplasia, and hyperkeratosis in 
the evolution of lichen simplex. 

It is noteworthy that no suggestion of 
true ichthyosis is apparent in our sections. 


Summary and Conclusions 


The incidence of localized hyperkeratotic 
lichenifications (clinically and pathologically 
consistent with lichen simplex chronicus) is 
abnormally high in the group of Mongoloids 
examined. It is much greater than in the 
average population and more than twice as 
frequent as in a large group of patients with 
cerebral palsy in the same institutions. 

We recognize the known high frequency 
of mild ichthyosis, xeroderma, and asteatosis 
in Mongoloids, as emphasized by Zeligman 
and Scalia? and corroborated by our clinical 
study. Our survey also substantiates the im- 
pression of others’? that persons with the 
mild form of ichthyosis have a heightened 
susceptibility to secondary eczematization. 

In 90% of this group of Mongoloids the 
generalized ichthyosiform xeroderma was 
present. Where it was not present, usually 
in the younger Mongoloid, eczema and 
lichen simplex had not appeared. 

On both clinical and histologic grounds 
these localized chronic hyperkeratotic eczem- 
atous reactions are separate and distinct 
from the locally excessive expressions of 
pure ichthyosis known to be frequent in 
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that condition, especially on extensor promi- 
nences. 

One of the characteristic features of the 
Mongoloid syndrome is the generalized 
ichthyosiform xeroderma. Its cause is yet 
to be demonstrated in the basic biochemical 
and physiologic defects, at present unknown, 
in the pathogenesis of Mongolism. In our 
opinion, the generalized ichthyosiform xero- 
derma provides the abnormal dermal sub- 
strate for development of secondary 
localized eczema and lichen simplex chron- 
icus. 

Mr. John M. Garstecki and Mr. A. C. Nelson, 
Superintendents of the Southern and Northern 
Wisconsin Colonies and Training Schools, co- 
operated in this work. 

Marquette University School of Medicine, 561 
N. 15th St. (3). 
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Reduviid 


Insect Bite by Arilus Cristatus, a North American 


FRANCIS D. SMITH, M.D.; NORMAN G. MILLER, Ph.D.; S. J. CARNAZZO, M.D., and 


WILLIAM B. EATON, M.D., Omaha 


The study of insects and the lesions that 
they produce has been overshadowed in 
recent years by the increasing attention 
given to the use and hazards of insecticides. 
This has resulted in a marked decrease in 
the medical literature of papers dealing with 
insects proper. It is, therefore, felt that an 
account relative to an unusual insect bite 
by a North American reduviid would be 
timely. Such cases may occur more fre- 
quently than is generally realized, because 
escape or destruction of the insect and un- 
availability of entomologic information to 
the general practitioner prevent satisfactory 
insect identification. 

The presentation of this paper is occa- 
sioned by an apparently accidental bite in- 
doors in a midwestern urban area by Arlius 
cristatus Linnaeus, a large insect of con- 
spicuous appearance that normally feeds on 
caterpillars. The last case report we could 
discover involving injury by this reduviid 
was by Hall? in 1924 concerning a patient 
living in the vicinity of Washington, D. C. 
According to Readio,? seven species of the 
genus Arilus have been described, A. 
cristatus being the only one found north 
of Mexico. Arilus is closely related to the 
Triatoma, which continue to be a source of 
concern because of their bites in the southern 
United States.* 


Description 


A. cristatus, in common with other 
reduviids, has a small, narrow head. It is 
mouse gray in color. The females are larger 


Submitted for publication Aug. 20, 1957. 

From the Departments of Pathology and Micro- 
biology, University of Nebraska College of Medi- 
cine, and the Department of Surgery, Creighton 
University School of Medicine. 
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Fig. 1—Arilus cristatus. The specimen captured 
by the patient’s mother, showing the cogwheel-like 
crest, elongated head with prominent eye. 


than the males and frequently reach 1% in. 
or more in length. The conspicuous identi- 
fying feature is the cogwheel-like crest on 
the prothorax. This accessory structure, 
readily visible in the accompanying lateral 
view photographs, accounts for the popular 
name, wheel bug. Projecting posteriorly 
from the prothorax in a horizontal plane 
are two short spines. The antennae are 
four-segmented, long and slender. The 
three-jointed probosis, or beak, is long and 
stout and when not in use is bent ventrally 
under the head. The wings are hemipteral 
in type and are later described in comparison 


Fig. 2.—Arilus cristatus; same specimen as in 
Figure 1, showing stout proboscis. 

































with those of beetles. In Readio’s paper, 
Champion (1898) is quoted as stating that 
A. cristatus differs from Arilus carinatus 
Forst., a South American and, Antillean 
species, in having fewer tubercles on the 
crest (8 to 10 in A. cristatus, 12 to 14 in 
A. carinatus). Our specimen which inflicted 
the bite has 11 serrations, if the most caudad 
rudimentary projection is counted, and 
Linnaeus (1785), in his description quoted 
in the same paper, states that the crest is 
12-toothed. Two other specimens, captured 
nine days apart on our campus late in 
September and early in October, had nine 
serrations each. A fourth specimen, cap- 
tured a year later in the first week of Au- 
gust, had 11 serrations on the crest. 

The winter is passed in the egg stage, 
oviposition occurring in the fall. Our gravid 
female insect (Figs. 3 and 4) which was 
captured on Sept. 28, oviposited on Oct. 
19, 104 eggs, and again a day or two later, 
29 eggs. The ova are approximately 2 mm. 
long and 0.6 mm. in diameter and are laid 
on end, adherent in a mass similar to the 
egg raft of culex mosquitoes. In nature 
they are attached with a protective gummy 
substance to the trunks and larger branches 


Fig. 3.—Living gravid female Arilus cristatus. 
This view shows the insect with the head elevated 
and the proboscis extended in position for attack. 
The overlapping membranous wing tips have an 
iridescent sheen. 
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Fig. 4.—Living gravid female Arilus cristatus. 
Ventral view illustrating the membranous nature 
of the partially extended wing tip. The proboscis 
is in the normal resting position, with the tip in 
the prosternal groove. 


of trees. There is usually only one genera- 
tion a year. 

Microscopic examination of a drop of 
orange-brown excrement from a living A. 
cristatus showed it to consist almost entirely 
of round crystals varying in size from lp 
to about 10u in diameter. The vast majority 
were smaller than human red blood cells. 
They showed radial striations and were 
morphologically similar to the illustration 
in Wigglesworth’s* text depicting crystal- 
line spheres, in the Malpighian tubules of 
Rhodnius, which he identifies as uric acid. 
The pH as determined with Nitrazine paper 
was 4.5. Occasional calcium oxalate crystals 
were present. Chemical tests were carried 
out according to the micro technique on 
glass slides outlined by Bray ® for the anal- 
ysis of urinary calculi. The test for uric 
acid or urates was strongly positive. Tests 
for ammonia and phosphates were negative. 

Distribution—The wheel bug is found 
south of the city of New York and as far 
west as Texas and New Mexico.® The lo- 


‘ calities given by Readio include the middle 


and southern Atlantic states and, in addition 
to the above, Oklahoma and Kansas. More 
recent papers have reported its presence in 
Ohio,? Iowa, and Nevada.* Information 
available from the University of Nebraska 
Agricultural experiment Station® shows 
that A. cristatus has been found in eight 
counties in the southeastern quarter of Ne- 
braska. Our four specimens are from an 
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additional county, Douglas, in the north- 
eastern corner of this area, the farthest 
north yet reported in this state. 
Classification —The following classifica- 
tion outline is presented for the purpose 
of orienting the reader by showing the re- 
lationship of some of the more notorious 
reduviids to other Hemiptera of greater fa- 
miliarity in the United States. The division 
of the Hemiptera into two subcrders follows 
Essig.4° The remainder of the classification 
is a composite of those given by this author, 
Readio,? Usinger,1"?? and Matheson.'* 
Phylum: Arthropoda 
Class: Insecta 
Order: Hemiptera 
Suborder: Heteroptera (the true bugs) 
Family: Reduviidae 
Subfamily: Harpactorinae 
Genus: Arilus 
Subfamily: Reduvinae 
Genus: Reduvius 
Subfamily: Triatominae 
Genera: Triatoma, Rhodnius, Era- 
tyrus, Panstrongylus, Psammolestes, 
etc. 
Subfamily: Piratinae 
Genera: Melanolestes, Rasahus 
Family: Cimicidae 
Genus: Cimex (bedbugs) 
Family : Belostomatidae (giant water-bugs) 
Genera: Lethocerus, Benacus 
Family: Corizidae 
Genus: Leptocoris (box elder bug) 
Family: Pentatomidae (stink bugs) 
Family: Notonectidae (back swimmers) 
Suborder: Homoptera (cicadas, aphids, etc.) 
Order: Coleoptera (beetles) 


Report of a Case 


About the middle of the afternoon on July 15, 
1956, the patient, a 10-month-old white boy, was 
crawling on the floor of the living room where 
the mother was watching television. He suddenly 
began to cry vigorously, as though in intense pain. 
The mother immediately picked him up and, seeing 
an insect on the child’s head, knocked off the insect 
with a blow sufficiently hard to stun it, and so there 
was no difficulty in later pushing it into a bottle 
by means of the lid. The child cried for several 
minutes, apparently from continuing pain. When 
seen at a local hospital 20 to 30 minutes later, he 
had ceased crying and appeared to be in no dis- 
comfort. Examination revealed two pinpoint-size 
wounds, about 0.5 cm. apart, on the scalp in the 
left parietal region. These were surrounded by a 
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faintly erythematous zone of edema, 3 to 4 cm, 
in diameter. This swelling subsided during the 
half hour the patient was under observation at 
the hospital. Treatment consisted of the intra- 
muscular administration of 400,000 units of peni- 
cillin. He was sent home with directions for the 
application of magnesium sulfate soaks. No sub- 
sequent inflammation developed in the bitten area, 
and no sequelae were reported by the mother over 
a follow-up period of five weeks. 

The patient’s dwelling is a small wooden frame 
house close to the street in a residential district 
centrally located in the northern part of Omaha, 
The front yard contains a double hedge bordering 
the front walk, and there is a heavy growth of 
shrubbery next to the front porch. The small back 
yard was shady and clear, except for loose growth 
around the edges. 

The bite occurred during hot weather after a 
period of excessive rain for this locality and season 
—3% in. during the first 12 days of the month, 
This observation is included because of its possible 
relation to the insect’s seeking an indoor environ- 
ment during this rainy spell. 

The mother is intelligent, as evidenced by her 
interest in saving the insect and having it identi- 
fied, and states that it is the first of its kind the 


family has seen. A thorough search of the premises 


by the parents revealed no others, nor have any 
been reported by neighbors. 


Comment 


The various species of reduviid bugs 
(Reduviidae) are known by a variety of 
vernacular names descriptive of their ap- 
pearance, habits, or mode of attack. They 
are called cone-nosed bugs (Conorhinus) 
because of the narrow pointed head; assassin 
bugs and cannibal bugs because the majority 
feed on other insects; kissing bugs because 
the lesions are commonly produced on the 
face and sometimes on the lips; big bed 
bugs, giant bed bugs, and flying bed bugs 
because of the nocturnal feeding habits of 
the domestic species that attack human hosts. 

In the consideration of their biting habits 
and the lesions caused by the Reduviidae, 
the division of this group into subfamilies is 
a distinct convenience. The Triatominae, in 
general, are habitual blood suckers, some 
having established preferences for certain 
vertebrate animals including man.1* They 
are particularly adapted to obtaining the 
blood meals on which they live with little 
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or no discomfort to the host. Riley and 
Johannsen 1® state that Triatoma megista 
(Panstrongylus megistus, Mestor megistus 
Burm.) may feed on the face of a sleeping 
child for 10 to 15 minutes without disturb- 
ing him. “It does not cause swelling or local 
inflammation.” The primary importance of 
this group from a medical viewpoint is due 
to their being the natural and only important 
transmitters of Trypanosoma cruzi.'* 

Because of the benign character of the 
bites of domestic species, xenodiagnosis (i. 
e., the culture of T. cruzi in laboratory-bred 
triatomids which are fed on the suspected 
patient and examined about eight days later 
for trypanosomes) is a practical and widely 
used means of finding cases of Chagas’ 
disease in South America. Wood,'* using 
himself as the subject, tested the effects of 
the bites of some United States species and 
experienced only a slight tickling sensation 
and no inflammatory reaction. These species 
were Triatoma protracta woodi, longipes, 
gerstaeckeri, lecticularius, sanguisuga, ru- 
bida, and Paratriatoma hirsuta. 


The remaining subfamilies of the Redu- 
viidae, on the other hand, are essentially 
predacious, attacking particularly  soft- 
bodied insects,’7 from which they suck the 
body fluids. (From the horticultural view- 


point, Arilus is classified among the bene- 


ficial insects.?) Contrary to the Triatominae, 
however, their attacks on humans are always 
painful and generally the result of accidental 
skin contact as can occur when handling 
vegetation, picking up boards, rocks, etc.!" 
or when the insects are attracted at night 
by lights.18 


Although the subfamily Harpactorinae is , 


the largest in the Reduviidae, it apparently 
contains only one severe biter, Arilus.? 
Hall’s patient was bitten while successfully 
attempting to capture the insect. Four in- 
stances of entomologists being bitten in an 
unguarded moment while working with this 
species were given by Readio in citations 
from the literature between 1876 and 1919. 
Though it is apparent that the species of 
Reduviidae, capable of inflicting painful 
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bites, consistently attack in self-defense 
when molested,!*!7 Uhler, referring to A. 
cristatus, also states that “both sexes . . . are 
not at all backward in punishing man for 
sitting next their favorite trees.” ? 


Bite Reaction 


Entomologists are in general agreement 
that the bites of Reduviidae, other than the 
triatomids, are uniformly painful,’ in con- 
trast to those of the well-adapted blood 
suckers.12 A. M. Lea (cited by Cleland **), 
writing with regard to Hemiptera, makes the 
general statement: “All of these can bite 
severely, much worse than the sting of a 
bee.” 

In respect to bites by A. cristatus, sim- 
ilar terms, as “inflict a most painful wound,” 
“more painful than the sting of a wasp or 
hornet . . . the pain lasted for several hours,” 
“the wound was at once very painful,” are 
used by the authors quoted in Readio’s 
monograph. 

In the case reported in Hall’s paper, the 
bite is said to have been only moderately 
painful. There is further mention, however, 
of two of the author’s acquaintances with 
entomological interest, who stated that the 
bite was the most painful of injuries either 
of them had ever sustained from insects. 
Readio considers the severity of symptoms 
as being related to the large size of the 
insect and the probably corresponding large 
size of the salivary glands. The pain is 
apparently due to the presence in the injected 
saliva of irritating, toxic substances designed 
for the purpose of killing the normal insect 
prey. 

In insect bites in general, the symptoms 
and duration of reaction vary considerably 
in different persons. These variations can 
largely be explained by the presence or 
absence of (1) irritating substances, venom, 
enzymes, etc., in the injected saliva 11719; 
(2) allergic sensitization *1%:2°; (3) devel- 
opment of immunity (i. e., antibody forma- 
tion against allergens or toxins)'%*!; (4) 
bacterial infection of the wound,!*?? and 
(5) retention in the wound of bits of cuticu- 
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lar material from the proboscis of the 
insect.8?4 The effects attributable to (1) 
and (2) are proportional to the duration of 
the feeding.**?5 The development of swol- 
len, hemorrhagic papules, sometimes fol- 
lowed by central necrosis and associated 
with lymphangitis and lymphadenitis can 
result from severe allergic sensitization in- 
dependent of infection.*:?°?6 

For completeness, the effect of the loca- 
tion of the bite should be noted. It has been 
observed that bites on the ankles or lower 
leg, where some degree of circulatory stasis 
is common, are apt to be more severe than 
those on the upper extremity.?%: Also, in 
the case of venomous arthropods, the in- 
jection of toxin directly into the blood 
stream, as is likely with bites in vascular 
areas, like the eyelid or genitalia, may result 
in serious systemic manifestation with little 
local reaction. The reverse is the usual re- 
sult of similar bites on the extremities.??-27 


Although no experimental studies involv- 
ing the laboratory observation of the effects 
of bites by reduviid insects other than 
Triatominae are known to us, the observa- 
tions of Ewing ** on experimentally inflicted 
bites by other arthropods, including the 
closely related giant waterbug, in general 
resulted in painful but transitory lesions. 
In the case of Benacus griseus, the pain, 
swelling, and redness subsided within four 
hours, leaving a “small red sore spot.” 

Unlike the majority of the descriptions 
of bites by the predacious reduviids, our 
case is believed to exemplify the clinical 
course of a lesion uncomplicated by either 
allergy or infection. The importance of 
preventing infection can be inferred from 
past experiences of encounters with A. 
cristatus which resulted in lesions that are 
also representative of the more frequently 
mentioned effects of bites by other Redu- 
viidae.?5?° The lesion in Hall’s report 
occurred in a 10-year-old girl bitten twice in 
rapid succession on the little finger near the 
nail. “The finger became reddened and felt 
hot to the touch. In the course of a few days, 
growths resembling papillomas developed at 
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the sites of the punctures, the largest of 
these projecting as a small hornlike struc- 
ture. Both of these growths persisted for 
months, the largest slowly disappearing be. 
tween six and nine months after the in 
fliction of the bites. The injured finger 
remained warmer than the other fingers 
during this period, and, according to the 
patient’s statement, still feels warmer than 
the other fingers, a year later. The develop- 
ment of pronounced cutaneous growths after 
a bite appears indicative of the action of 
some toxin as a stimulant irritant.” Al 
though persistent granulomas attributed to 
the retention of “cuticular” material follow- 
ing tick bites have been described, it seems 
that the most likely explanation in this case 
is infection which resulted in the develop- 
ment of pyogenic granulomata. 

The following two accounts? of lesions 
resulting from A. cristatus bites also appear 
to be the result of bacterial contamination. 
“One of these insects having stung the 
writer [Glover, 1876] the pain lasted for 
several hours and was only alleviated by 
applications of ammonia, Several days after- 
wards the flesh immediately surrounding the 
puncture was so much poisoned that it 
sloughed off, leaving a small hole in the 
thumb injured.” G. W. Barber relates his 
experience of a bite on Sept. 22 on the fore- 
finger. “The wound was at once very pain- 
ful and remained so for ten days, at first 
appearing red, and then the portion adjoin- 
ing the wound more nearly, becoming hard- 
ened and quite white. On the 26th, it was 
necessary to lance the wound and let out 
considerable bad blood and pus, and the 
finger was not normal until about the 3rd of 
October.” 

Most of the sensational descriptions in 
the past of the effects of insect bites have 
been accounts of allergic reactions. Among 
the Reduviidae these occur more frequently 
from triatomid bites,? because of the oppor- 
tunity for repeated, painless feedings. 
However, among the painful wound inflict- 
ers, Reduvius personatus has been known 
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to cause nausea, palpitation, and generalized 
urticaria by its bites.?? 

The roles played by infection and, partic- 
ularly in the case of triatomids, allergy in 
the reactions and symptoms of insect bites 
should be emphasized, because in many of 
the reports read during the course of the 
preparation of this paper the lesions de- 
scribed have been presented as though due 
to injury by the insect itself. 

As pointed out by Chandler, “All 
Hemiptera have piercing mouth parts and 
many are capable of inflicting painful 
wounds, so it is safest not to handle any 
of them with the bare hands.” It may, 
therefore, not be out of place to call atten- 
tion to the wing structure of the Hemiptera, 
inspection of which will serve to differen- 
tiate this group from the Coleoptera, a non- 
biting order of insects, some of which they 
may resemble in size and general appear- 
ance. The distinctive, grossly recognizable, 
feature characterizing the winged species of 
Hemiptera (Greek for “half” plus “wing”), 
and distinguishing them from the generally 
mechanically harmless beetles (Coleoptera), 
is the structure of their outer pair of wings, 
which are thickened in their proximal por- 
tion and are membranous in their distal 
portion, with overlapping of the wing tips. 
Typical beetles, “June bugs” for example, 
differ in that the outer pair of wings are 
entirely chitinized, hard and opaque, meet 
in a straight line down the middle of the 
back, and serve as wing covers (or sheaths, 
which in Greek is coleos) for the membra- 
nous pair of wings underneath. 


Summary 


A review of the literature concerning bites 
by a reduviid insect, Arilus cristatus, is 
presented together with a case report of a 
bite by this insect which resulted in a pain- 
ful, but otherwise uncomplicated, transient 
lesion. The insect is generally distributed 
over the southeastern two-thirds of the 
United States and can be identified by a 
semicircular, serrated crest, resembling the 
edge of a cog-wheel, on the top of the 
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thorax. Insects with piercing mouth parts, 
the true bugs, are likely to be dangerous 
when handled and can be distinguished from 
the generally mechanically harmless beetles 
by the easily observed wing structure. We 
feel that this case substantiates the generally 
accepted opinion that, aside from pain, seri- 
ous or prolonged effects from the bites of 
Hemiptera are usually due to secondary 
bacterial infection or an individual hyper- 
sensitivity, since alarming manifestations, 
when they occur, are predominantly allergic 
in character. 


University of Nebraska College of Medicine, 
42d and Dewey Ave. (5). 
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Extruded Basal-Cell Epithelioma Nodules Simulating 


Molluscum Contagiosum Bodies 


LEON GOLDMAN, M.D.; ROBERT H. PRESTON, M.D., and DANIEL F. RICHFIELD, M.D., Cincinnati 


During the past year, a series of cases of proved 
basal-cell epithelioma with uncommon clinical 
findings have been observed. To date, four cases 
have been collected. Lesions have occurred on 
the side of the neck, two on the nose, and on the 
upper lip. In two of the cases, there were small 
central plugs, and the clinical diagnosis in these 
was molluscum contagiosum. In all four cases, 
at the performance of biopsy, either by scissors or 
our razor-blade technique, a small nodule was 
extruded chiefly through pressure of biopsy. This 
nodule was thought to be a molluscum body. In 


Submitted for publication Oct. 2, 1957. 

From the Departments of Dermatology and 
Pathology of the University of Cincinnati College 
of Medicine. 





UMI 


each one of the four cases, the small nodule on 
section showed a solid basal-cell tumor nest with 
edema of the surrounding tissue. At times, con- 
nective tissue compression of the palisade forma- 
tion about the periphery may simulate a “capsule.” 
These nodules may be formed by degeneration 
of the collagen tissue about the invasive tumor 
nests. Pressure may extrude them from their 
loose mesh in the dermis. These nodules are 
additional proof of the necessity for biopsy of 
lesions of the skin removed in the adult even 
though they may grossly simulate molluscum con- 
tagiosum. 

Department of Dermatology, University of Cin- 
cinnati College of Medicine (29). 


Low-power magnifica- 
tion of a single compact 
tissue mass of basal-cell 
epithelioma extruded dur- 
ing biopsy of a_ nose 
lesion. 
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Hypertrophic Lichen Planus with Epidermoid 


Carcinoma 


Report of a Case 


BETSY BECKER BRENNAN, M.D., and RAYMOND TEPLITZ, M.D., Chicago 


Lichen planus is not considered to be one of the 
precancerous dermatoses.”* Therefore, a case of 
hypertrophic lichen planus with epidermoid car- 
cinoma developing within the plaque of lichen 
planus is considered worthy of a report. Two 
previous cases have been reported which are re- 
markably similar to the one presented here.** 


Report of a Case 


A 78-year-old white male retired ship steward 
presented with skin lesions of 15 years’ duration. 
The lesions involved the anterolateral aspects of 
both legs. They had started as small pruritic 
papules which gradually spread and _ thickened 
to form large plaques. Three weeks before the 
patient was seen, two small granulomatous lesions 
had developed on the right leg within the plaque 
of lichen planus. A complete history, physical 
examination, and laboratory studies including blood 
cell count, urinalysis, serologic tests for syphilis, 
liver-function studies, chest x-ray and ECG were 
noncontributory except for the following pertinent 
physical findings. 

Inspection of the mouth showed a whitish patch 
of lichen planus on the left buccal mucosa. Ex- 
amination of the skin revealed slight generalized 
atrophy. There were no significant lesions present 
except those involving the legs. Over the antero- 
lateral aspect of the middle third of each leg was a 
large plaque measuring about 10 cm. by 12 cm, 
composed of numerous confluent smaller plaques 
5 to 2 cm. in diameter. Each plaque was thick- 
ened, dry, scaling, and purple-red in color, with 
hyperpigmentation of the surrounding skin. The 
plaques were clinically typical of hypertrophic 
lichen planus. Arising within the plaque on the 
right leg were two raised erythematous lesions, 
with firm smooth pearly borders and moist 
granulomatous centers (Fig. 1). The granulomatous 
lesions measured 1 om. and 2 cm. in diameter, 
respectively. 

A biopsy of one of the granulomatous lesions 
was performed. Histological sections revealed a 
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Fig. 1—Anterior aspect of right leg showing 
large plaque of lichen planus with two areas of 
epidermoid carcinoma. A biopsy specimen has been 
taken from the larger of the two lesions. 


markedly hyperkeratotic and acanthotic epithelium 
with many epithelial pearls. There was considerable 
infiltration of the surrounding tissue by chronic 
inflammatory cells, and a few atypical epidermal 
cells were seen in the dermis. The epidermis 
adjacent to this lesion showed hyperkeratosis and 
acanthosis with a band-like cellular . infiltrate in 
the superficial layers of the dermis. This cellular 
infiltrate consisted almost exclusively of lympho- 
cytes (Fig. 2). 

Treatment of the lesions on the right leg con- 
sisted of wide surgical excision of the entire plaque 
of lichen planus, with dissection down to the fascial 
plane in the region of. the epidermoid carcinoma. 
The defect was covered with a split-thickness skin 
graft. One week later the patient had a similar 
excision of the patch of hypertrophic lichen planus 
on the left leg. No carcinoma was found in this 
pathological specimen. The patient made an 
uneventful recovery, and 10 months after treatment 
he showed no evidence of recurrence of carcinoma 
or of lichen planus at the site of excision. 
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HYPERTROPHIC LICHEN PLANUS 


Fig. | 2.—Microscopic 
section through the edge 
of an area of lichen 
planus with epidermoid 
carcinoma, Note the rela- 
tively typical features of 
both the lichen planus on 
the right and epidermoid 
carcinoma on the left; 
reduced about 40% from 
mag. X 65. 


Comment 


The apparently rare association of epidermoid 
carcinoma with a relatively common skin disorder 
such as lichen planus makes any etiologic inference 
pure speculation. The random chance occurrence 
of carcinoma within a hypertrophic plaque is no 
doubt possible and, indeed, may account for the 
three cases now reported. However, other factors 
should be considered in evaluating the association 
of these skin lesions. 

Arsenicals and x-ray therapy, known to be car- 
cinogenic, are frequently used in the treatment 
of hypertrophic lichen planus. In the report by 
Wilson,’ the patient, a 77-year-old woman, had 
received liquor arsenicalis, 15 minims (0.923 cc.) 
daily for one month, as part of treatment for 
hypertrophic lichen planus of the leg. Eight years 
later epidermoid carcinoma developed within the 
plaque of lichen planus. 

The case report by Lyell and Whittle,” describing 
the development of epidermoid carcinoma within a 
plaque of lichen planus on the dorsum of the hand, 
does not mention what previous treatment the 
patient had received. The lesion was on an area 
of skin usually exposed to sunlight; however, the 
report did not indicate the occupation or degree 


of exposure in this case. Excessive exposure of + 


the skin to ultraviolet radiation is known to be 
involved at times in the development of epidermoid 
carcinoma. 

Chronic irritation and inflammation of the skin 
has been implicated as an etiologic factor in the 
development of some skin cancers.*° It is of 
interest that in the association of lichen planus 
and carcinoma the reported cases were all in the 
hypertrophic form of the disease. 

We wish to raise the question of the incidence 
of coexistence of these lesions and suggest that 


Brennan—T eplitz 











perhaps investigation of a large series of cases of 


lichen. planus may prove fruitful. We are not 
attempting here to include hypertrophic lichen 
planus in the group of precancerous dermatoses but 
only to report the association with carcinoma in one 
case, review two other reported instances, and point 
up some of the factors which may be responsible. 
We feel that periodic examination of patients who 
have hypertrophic lichen planus would be worth 
while. Although the possibility of epidermoid car- 
cinoma developing in such a patient is remote, it 
should be considered. 


Summary 


This report concerns a patient with chronic hy- 
pertrophic lichen planus of 15 years’ duration who 
developed epidermoid carcinoma at two separate 
sites within one of the plaques of lichen planus. 
Two similar cases are reviewed. 

The factors responsible for this unusual com- 
bination of lesions are unknown, and the theoretical 
possibilities are reviewed. 

Further information about this unusual combina- 
tion of lesions would be valuable. 

The development of epidermoid carcinoma in pa- 
tients with chronic hypertrophic lichen planus, 
although rare, suggests that periodic examination 
of such patients would be of value. 


University of Illinois College of Medicine (12). 
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Contact Dermatitis Due to 


ANTHONY C. CIPOLLARO, M.D., New York 


A white woman, 41 years old, is employed as a 
secretary in a large office. The patient has always 
enjoyed good health, and there is no personal or 
family history of allergic diseases. She has never 
had any complaints referable to the skin. How- 
ever, nearly six months ago, she noticed an erup- 
tion involving her hands and forearms. The 
eruption appeared in localized patches which were 
erythematous, scaly, and vesicular. The eruption 
- was diagnosed as poison-ivy rash. 

The eruption did not disappear but became 
progressively worse, and within a month the eyelids 
became edematous and erythematous. The eruption 
fluctuated but never completely disappeared during 
the next six months, Treatment with various topical 
remedies, including the steroids, did not cause 
complete disappearance of the lesions. Seventeen 
patch tests were done, and they were all negative. 

On Oct. 31, 1957, she consulted me, and at that 
time the eruption involved the eyelids, the nares, 
the chin, the hands, and the forearms up to the 
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4. Lyell, A., and Whittle, C. H.: Lichen Planus 
with Squamous Carcinoma, Brit. J. Dermat. 63 :69 
(Feb.) 1951. 

5. Conway, H.: Tumors of the Skin, Spring- 
field, Ill., Charles C Thomas, Publisher, 1956, p, 
144. 


Thermo-Fax Paper 


elbows. The eyelids were edematous, erythematous, 
and scaly; the nares and the chin presented a 
similar picture, except that the edema was less; the 
hands and forearms were not uniformly involved, 
the eruption being in patches. There was exudation 
and some vesiculation. The eruption was obviously 
that of a contact dermatitis. She was given sooth- 
ing topical remedies and antihistamines. 


A week later, the eruption was still present but 
less acute, and at this time patch tests were done 
with use of Thermo-Fax paper, processed copy of 
Thermo-Fax paper, carbon paper, newspaper, and 
paper from a memo pad. The areas on which 
the Thermo-Fax paper was used, both processed 
and unprocessed, gave a four-+ eczematized reac- 
tion. The other tests were negative. In a further 
history from this patient, she dates the onset of the 
eruption as coincident with the acquisition of the 
Thermo-Fax copying machine in her office. Much 
of her work is concerned with handling this type 
of paper. 


40 E. 6lst St. (21). 


Dermatitis Caused by a Copying Paper 


FRANK J. KENDRICK, M.D., Gary, Ind. 


Between October, 1956, and February, 1957, six 
male office workers, employed in the billing de- 
partment of a large corporation, were seen, 
suffering from a rather severe dermatitis which 
was proven to be caused: by Thermo-Fax paper, 
used in a Thermo-Fax Copying Machine. There 
was nothing remarkable about the dermatitis. There 
were eczematous vesicular and crusting patches on 
the dorsa of the hands and forearms in all patients, 
dermatitis of a contact type on the face and neck 
in the case of two of the patients, and a general- 


Submitted for publication Dec. 18, 1957. 
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ized “toxic” type of dermatitis in one of the 
patients. 

Patch tests were done with the usual office 
contactants, such as carbon paper, cleansers, and 
typewriter ribbon, and were also done with dry 
Thermo-Fax Copying Paper. All 48-hour tests were 
negative save that done with Thermo-Fax Copying 
Paper, and to this a vesiculation of the test site 
developed in from 6 to 24 hours, causing so much 
discomfort that the tested persons removed the 
patches. 
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ECZEMATOID RINGWORM 


All of the patients were employees of long 
standing in the department; there was nothing 
unusual about the light, working conditions had 
not been changed, and nothing new in the way of 
a contact had been introduced save the paper in 
question. This had been introduced over the pre- 
ceeding several months. 

None of the patients responded to the usual 
bland therapy, all became worse as contact with 
the paper continued, and all had to be removed 
from this particular job. Recovery was prompt, 
depending upon severity, when there was no longer 
any contact with the paper. 

In April, 1957, all the Thermo-Fax Copying 


Paper on hand was exchanged for a “new” 


Thermo-Fax Copying Paper. These six patients 
were patch tested with the “new” paper, found 
negative to it, and returned to their former jobs; 
there was no further dermatitis. No cases of 
dermatitis have resulted, to my knowledge, from 
contact with the “new” paper. 

Since this paper was written, it has been learned 
that the irritant in the “old” Thermo-Fax paper 
was apparently tertiary butyl catechol. I have 
been assured that this chemical has not been 
incorporated in any paper manufactured since about 
April, 1957. 

504 Broadway. 


The Use of Polyvinylpyrrolidone Iodine in Eezematoid 


Ringworm 


THEODORE CORNBLEET, M.D.; SIDNEY BARSKY, M.D., Chicago, and BEN FIRESTEIN, M.D., South Bend, Ind. 


Polyvinylpyrrolidone (PVP) was developed in 
Germany during World War II for use as a 
plasma expander... PVP is a synthetic, water- 
soluble polymer which is prepared by reacting 
acetylene, ammonia, and formaldehyde under pres- 
sure. The preparations that have been employed 
in the United States have had an average molecular 
weight of either 56,000 or 33,000. PVP is non- 
antigenic. It has the ability to bind many drugs, 
as, for example, penicillin and insulin. This 
property may be utilized to prepare repository 
forms of drugs in order to slow absorption. PVP 
is a faintly yellow solid resembling albumin, but it 
does not give the reactions of albumin. It is 
soluble in water, giving a colloidal solution. A 
35% solution develops an osmotic pressure of 
about 400 mm. water.? 

The topical use of iodine long has been employed 
in the treatment of fungous infections. It has 
the advantage of simplicity and availability, and it 
is cheap. It stains the skin, however, and, on 
exposed surfaces, is considered unsightly by some 
people. On covered parts and on the feet this 
objection is obviated. Modified forms of iodine 


that do not discolor are available. Vesicular. and 


other forms of dermatitis may appear as a reaction 
to local applications of iodine. Generally in such 


cases the preparations are too concentrated and 
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the skin changes represent primary irritations. 
Some of these untoward reactions, however, appear 
even with diluted materials and are forms of 
hypersensitizations. 

Iodine is one of the elements that can readily 
combine with PVP. A form of complex is thus 
made which in water is a colloidal solution. 
Povicone* is a preparation containing a 10% 
aqueous solution of polyvinylpyrrolidone, equivalent 
to 1% available iodine, approximately 0.5% sodium 
iodide, 1% glycerin, and 0.25% of a wetting agent, 
the pH being adjusted to 4.5 to 5.0. The non- 
antigenicity of PVP, the generally reduced irritant 
qualities of colloidal materials, and the effective- 
ness of iodine in fungous infections all logically 
suggest the use of polyvinylpyrrolidone iodine 
(PVP-I) for trial in eczematoid ringworm. It 
was used in the treatment of 50 such cases. 


Results and Conclusions 


Of the 50 patients with eczematoid ringworm 
24 were greatly improved or clinically cured. 
Seventeen received some to substantial improve- 
ment. The remaining number, nine, were very 
little improved or not improved. Even where 
objective improvement was not apparent, some 
volunteered that they felt relieved. Itching and 
burning were ameliorated. Most patients found 
the treatment not a burden or chore and were 


* Furnished by International Latex Corporation, 


Dover, Del. 
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willing to go on for prolonged periods with it. 
During the period of therapy no patient relapsed, 


not even those with acute dermatitis. There were 
no irritations or other untoward effects from the 
drug. The patients with acute forms of eczema 
made no complaints against the medicament. There 
were no systemic effects, such as might result from 
absorption of iodine or the complex. Application 
more frequently than twice a day did not seem to 
hasten clearing of the dermatitis. Two applications 
a day appeared to be better than only one. 
Polyvinylpyrrolidone Iodine (PVP-I) is suitable 
for prolonged use and as a preventive. If the 
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element of speed is discounted, this preparation is 
an effective, reliable, and fool-proof method for 
the treatment of eczematoid ringworm. Patients 
like it. 


Dept. of. Dermatology, University of Illinois 
College of Medicine, 1819 W. Polk St. (12). 
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Pigment Color in Tattoo Sections 


Identification by Polarized Light 


CHARLES S. LINCOLN Jr., M.D., and RAY C. NORDSTROM, M.D., Berkeley, Calif. 


Recently, in studying microscopic sections of 
tattoos, it was noted that it was impossible to 
identify the color of the dye or pigment used in 
the tattooing process. On sections stained with 
hematoxylin and eosin, as well as on unstained 
sections, all the pigment appeared dark brown or 
black. Under a high-power lens, with a strong 
light source on unstained sections, red dye may 
show a slight amber tinge. The black dye in 
stained sections, because of the surrounding pink 
collagen fibers, will also show this characteristic. 
Because of these difficulties, it is almost impossible 
to be certain of the dye color, and the pathologist 
must refer to the gross specimen in order to 
identify the pigment. 

To overcome this problem, stained and unstained 
tattoo sections were examined under polarized 
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light. This is accomplished by placing a polarized 
plastic (polarizer) in front of the light source and 
a second plastic (analyzer) in front of the eye. 
In the’ unstained sections, on rotating the second 
plastic (analyzer), the red dye appears as a brilliant 
orange-red against a blue background. In the 
stained sections, the dye is also an orange-red; 
however, the background is deep blue, purple, or 
pink, depending upon the location of the pigment. 
Green dye appears in a similar manner, but less 
brilliantly, as an olive green. 


Such phenomena are interesting to observe and 
should be a valuable aid in identifying the offend- 
ing pigment in a sensitivity reaction where multiple 
colors have been used. 


2915 Telegraph Ave. 
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MULTIPLE IDIOPATHIC HEMORRHAGIC SARCOMA 





Multiple Idiopathic Hemorrhagic Sarcoma 


Report of a Case That Remained Symptom-Free for More than Sixteen Years 


After Treatment 


SEYMOUR H. SILVERS, M.D., Brooklyn 


It is well known that multiple idiopathic hemor- 
rhagic sarcoma runs a chfonic, sometimes rela- 
tively benign, course for many years. However, 
I am unaware of any report in the literature of a 
patient who remained free of the signs of the 
disease for a long period of time. 

The patient, a knitter of Italian descent, was 
first seen by me on Nov. 30, 1940. He was pre- 
sented at the February, 1941, meeting of the 
Brooklyn Dermatological Society.’ 

The patient, a single man aged 22, consulted 
me about a “ringworm infection” of the toes for 
which he had received treatment for two years. 
Questioning elicited the statement that he had 
had tonsillitis for the same length of time. During 
childhood he had been treated for more than one 
year for congenital syphilis. He has three brothers 
and two sisters, who are apparently normal. The 
father and mother are living. The father’s blood 
is seropositive. 

Examination at the first visit showed a mal- 
odorous fungating mass of the toes on the right 
foot and raised red pigmented. marble-sized tumors 
on the dorsum of the left foot and on the right 
hand. There was an ulcerating egg-sized mass on 
the right tonsil. The Wassermann reaction of the 
blood was negative. 

A histologic section of an early lesion of the foot 
confirmed the diagnosis of Kaposi’s sarcoma. 
Under roentgen therapy, the lesions of the right 
toes and hand improved and the fungating mass 
healed. 

The patient was referred to the Memorial Center 
for Cancer and Allied Diseases for removal! of the 
lesion on the tonsil. There the lesion was removed 
surgically in January, 1941, and some x-ray radia- 
tion was administered to the lesions of the hands 
and feet. Also the diagnosis of multiple idiopathic 
hemorrhagic sarcoma was confirmed after addi- 
tional histologic studies. 

A letter addressed to me on May 1, 1941, by 
the attending surgeon stated, “We believe the 
case to be hopeless and that at the present time 
radiation will not be of any benefit. We should 
like to keep him under observation so that we might 
treat him expectantly and for any complication 
that might arise.” 


Submitted for publication Oct. 12, 1957. 


Silvers 


‘regularly. 





A complete examination on Nov. 22, 1941, one 
year after treatment was started, showed the fol- 
lowing: his weight was 156 lIb., his height was 
67% in., and the blood pressure reading was 130 
systolic and 60 diastolic. He presented a pustular 
folliculitis of the face and chin, some pigmentation 
on the areas where he had received x-ray therapy, 
and a white scar on the right tonsillar fossa. 
There were no recurrences of lesions of Kaposi's 
sarcoma. 

During 1942 he was treated by me several times 
for furuncular lesions. In 1943 a circumcision was 
done under local anesthesia. 

In 1946 he was referred to a psychiatrist because 
of .a mild depression. The patient had inad- 
vertently read the chart while at the hospital and 
became aware of the hopeless prognosis given him 
there. In spite of the favorable course of the 
disease until that time, he had bouts of depression, 
refused to socialize, and stayed away from work. 

He was helped considerably by psychiatric 
therapy. He married and has two healthy children. 
He still consults the psychiatrist at irregular in- 
tervals. A psychiatric examination and evaluation 
on Oct. 9, 1957, was reported by Dr. E. L. Reder.? 
According to Dr. Reder, the patient suffers from 
a psychoneurosis, severe anxiety-tension type, with 
schizoid overtones. He has mild auditory hallucina- 
tions and is in a state of anxiety. The psychiatrist 
feels that the state of anxiety and neurosis was 
precipitated -by the shock he sustained in 1941 
when he accidentally learned the prognosis, to be 
proven erroneous, that his disease was hopeless. 

The last follow-up examination, in October, 1957, 
showed that the patient was in good physical health, 
retained his normal weight, and is working 
There were no skin or mucous mem- 
brane lesions of multiple idiopathic hemorrhagic 
sarcoma. The previously treated areas on the toes 
showed a slight atrophy, with mild telangiectasia. 
There were no discernible x-ray sequelae on the 
dorsum of the hand. The right tonsillar fossa 
presented a smooth white scar. 


Summary and Conclusion 


This case is reported because of the long period 
of 16 years without a recurrence of lesions. 
Multiple idiopathic hemorrhagic sarcoma is known 
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to persist and sometimes to run a slow chronic 
course over many years. However, I am unaware 
of cases which remained symptom-free for long 
periods. The patient reported here has remained 
free of symptoms for more than 16 years. 


920 Bushwick Ave. 
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From Don Williams, Vancouver, B. C., Canada, comes the following verse: 
(Mother Goose for the Kiddies—Sputnik Era Style—with a Dermatological Twist) 


Mary’s Itch 
Mary had a little itch, 
It bothered her each night, 
And every time that Mary scratched 
Her skin was sure a sight. 


She went to see a doc’ one day 
Who said, “It’s what you've et!” 
She went to see another doc’, 
Who said, “It’s nerves upset.” 

And so she tried to cure the itch, 
But still it lingered through; 

And then the doctors did consult— 
Semantic feathers flew! 


“What makes the itch plague Mary so?” 
The angry doctors shout. 

The one says, “It’s atopic ‘glow’ ” 

The other, “Tension coming out.” 

And so they argued loud and long, 
While Mary itched and scratched. . 

And from their friction came no light, 
Nor from their heat was healing hatched. 
But, from their tension did arise 

In each an itching treasure; 

For in the “end” did each enjoy 
Nocturnal scratching pleasure. 





Prof. Werner Jadassohn, Switzerland, delivered the first Howard Fox Memorial Lecture 
on Feb. 19 at New York University, Bellevue Medical Center. The subject: Art for Art’s 
Sake in Medicine. 


Dr. George Pearman Fulton Jr., of Boston University Department of Biology, visiting 
professor of physiology at Stanford University School of Medicine, will, in association with 
Eugene Farber, devote his research to the field of dermatology, with special reference to the 
effect on the skin of blood circulation, a “much neglected area of science.” 


The 18th Annual Congress on Industrial Health under the auspices of the A. M. A. 
Council on Industrial Health on Jan. 27, 1958, in Milwaukee, considered current problems 
in occupational dermatoses. Participating were Harry Foerster, Milwaukee; Donald Burning- 
ham, Cincinnati; Ralph Gintz, Madison, Wis.; James Jorden, Buffalo, N. Y., and Leonard 
Weber, Chicago. 


In Chicago, the new officers of the Chicago Dermatological Society for 1958 are Sam 
Bluefarb, President; Myron Felsher, Vice-President, and Fred Szymanski, Secretary. 

In Los Angeles, Lawrence Underwood, President; Eliot Wolk, Vice-President, and Max 
Popper, Secretary, will conduct the affairs of the Metropolitan Dermatological Society. 

In New York, Milton B. Sloane is President and Wilbur B. Hurlbut, Secretary of the 
Metropolitan Dermatological Society of New York; Julius Voehl, Syracuse, is President; 
Jeremiah Ryan, Binghamton, Vice-President, and Robert D. Hubbard, Utica, Secretary of 
the Central New York Dermatological Society. 

In Washington, Arnold Gould is Chairman; Wendell M. Millet, Vice-Chairman, and 
Marc A. Weiner, Secretary of the newly formed Washington, D. C., Dermatological Society. 


Overheard at a meeting recently: When morphology passes, dermatology passes! 
HOR. 
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Obituaries 


LOUIS NEKAM 
1868-1957 


Our beloved teacher Louis Nekam, Professor and Chairman of the Department 
of Dermatology and Venereology at the University of Budapest, died at the age of 
89 on Jan. 29, 1957. 

Under the stimulating influence of his father, who was a professor of philos- 
ophy and Dean of his faculty, he became a scholar at an early age. After receiving 
his M.D. at the University of Budapest, he studied dermatology in all important 
European centers. He worked with Kaposi, Neumann, and Stricker in Vienna; 
with Joseph Lesser and Virchow in Berlin; with Besnier, Brocq, Fournier, 
Hallopeau, and Guyon in Paris, and with Hutchinson and Crocker in London. In 
1898, at the age of 30, he was appointed to the Chair of Dermatology and Vene- 
reology at the University of Budapest. 

He taught there for 40 years and stimulated the interest of thousands of 
students in his specialty. More than 200 of these became specialists for skin and 
venereal diseases, several of them attaining leading positions throughout the 
country. In 1930 he was honored by being elected Rector of his university. 

He published 120 papers, practically all containing original contributions. To 
mention just a few, he was the first to recognize the cutaneous manifestations of 
myeloid leukemia; he first described the histological picture of chaloderma; he 
demonstrated that the lesions in Darier’s disease are independent of hair follicles, 
and described the basal-cell proliferation in this disease. He studied poikiloderma 
and came to the conclusion that this is not a disease sui generis but the end-stage 
of several entities. 

During World War I, as the representative of his government, he organized 
the fight against venereal diseases, with great success. He organized the Hun- 
garian Dermatological Society in 1928 and conducted its affairs until his retire- 
ment. His person became internationally well known, and he was honorary or 
corresponding member of practically all European dermatological societies as well 
as of societies in North and South America. He participated in all International 
Congresses from the turn of the century, and was a member of the International 
Committee of Dermatology. He organized the Ninth International Congress in 
Budapest. His world-famous “Corpus Iconum Morborum Cutaneorum” in three 
volumes, with its 4566 photographs by 565 contributors, was his monumental 
postscript to this convention. 

A profound and over-all general education made Professor Nekam an excep- 
tional personality. His knowledge of history, sciences, literature, arts, and lan- 
guages was extraordinary, even in the age of polyhistors. His article in the fourth 
volume of the Proceedings of the Budapest Congress gives lively testimony of his 
over-all culture, and it is a monument of the scientific achievements of his country. 
He was attracted to the arts, being an expert in paintings and music, and was 
active in all societies cultivating arts. After his retirement, in 1938, he devoted 
his life to his family and his cultural and art studies. 
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OBITUARIES 


He was a simple, modest, and soft-spoken man. His pupils, who were per- 
mitted to work close to him, admired his spiritual strength and his devotion to 
noble human endeavors. The loss is irreplaceable. His memory will live not only 
in the Clinic which he created but in the hearts of hundreds of his students who 
dearly loved him. 


Translation of an obituary notice 
by F. Foipvari 
Budapest 








Society Transactions 


BRONX DERMATOLOGICAL SOCIETY 
Frances Pascher, M.D., President 

Henry Silver, M.D., Secretary 

March 21, 1957 


Detection of Genetic Carriers of Inherited Dis- 
ease. Abstract of a paper delivered by Dr. 
HELEN OLLENDORFF CuRTH, based on an in- 
vestigation supported by Research Grant C1603 
from the National Cancer Institute, National 
Institutes of Health, Public Health Service. 


A dominant gene is one which shows its effect 
in single representation, or, in other words, in the 
heterozygous state. It is easily understood that 
in those dominantly inherited abnormalities which 
are severe and uncommon and which start at an 
early age matings between two affected partners 
are unlikely to occur. Therefore, homozygotes 
(DD), i.e., persons who carry the injurious gene 
in double dose, having received one gene from each 
parent, are practically unknown. 


somebody is a homozygote, but if, as in the 
following instance, all genetic requirements for 4 
homozygote are fulfilled, the severe manifestations 
in such a person (Fig. 14), as compared with the 
mild manifestations in other members of his fam- 
ily (Fig. 1B), may be due to the homozygous state, 
This particular patient (Fig. 14, Fig. 2) belongs 
to a family whose members have multiple benign 
cystic epitheliomas (Gaul, L. E.: Heredity of 
Multiple Benign Cystic. Epithelioma: “The Indiana 
Family,” A. M. A. Arch. Dermat. & Syph. 68: 
517-524 [Nov.] 1953). 

With regard to the possibility that this female 
patient is a homozygote (DD), the genetic pre- 
requisites (Fig. 2), which have been fulfilled, are 
as follows: The patient’s father and mother were 
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Fig. 1—Multiple benign cystic ‘epithelioma. a, Severe manifestation in a homozygote; 
b, mild manifestations in a heterozygote. (From Dy. L. E. Gaul.) 


In dominantly inherited diseases which are not 
too severe and not too rare, unions between two 
affected persons may occur. It is still questionable, 
however, whether the abnormality of a resulting 
homozygous state in some of the offspring is 
greater than or identical with that of the hetero- 
zygous state. There is, of course, no proof that 
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both affected by the dominantly inherited disease 
(both are Dd). The patient has affected (Dd) 
and nonaffected (dd) sibs and cnly affected 
children (Dd), eight altogether, in two marriages, 
each time with a normal partner. 


Persons with severe manifestations which may 
be due to the homozygous state were observed 
with various dominantly inherited dermatoses 
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Fig. 2.—The homozygote in dominant inherit- 
ance. Left side (top to bottom) : matings between 
heterozygote (Dd) and nonaffected person (dd) ; 
two heterozygotes (Dd), and homozygote (DD) 
and nonaffected person (dd). Right side: pedi- 


, with arrow pointing to homozygote. (From 
Eaul, L. E.: Multiple Benign Cystic Epithelioma.) 





which likewise are not too rare and not too 
severe. In Johnson’s and Fall’s (Johnson, S. A. M., 
and Falls, H. F.: Ehlers-Danlos Syndrome: A 
Clinical and Genetic Study, Arch. Dermat. & 
Syph. 60:82-105 [July] 1949) report on a family 
with the Ehlers-Danlos syndrome, two young 
sisters, who were the daughters of two mildly 
affected cousins and who had siblings with mild 
or no involvement, were severely affected. One 
of them developed an osteochondrosarcoma. The 
authors consider the possibility of these two girls 
being homozygotes, but, as there was no offspring 





at the time the pedigree was taken, the assumption 
could not be proved to complete satisfaction. 

The homozygous state of complete dominance 
was discussed in some detail because much interest 
has lately centered around the heterozygous and 
homozygous states of patients with diseases which 
follow patterns of incomplete dominance or in- 
complete recessiveness. As all the world over, 
matters here are not completely black or white. 
Genes are rarely strictly dominant or strictly 
recessive but are usually somewhere in-between. 
An incompletely recessive gene (Fig. 3) shows 
some effect in the heterozygote (rR). In incom- 
pletely dominant inheritance the full-blown clinical 
picture is occasionally seen only in the homozygote 
(DD)—at times in a severe form incompatible 
with life—while, on the other hand, the abnormal- 
ity in the heterozygote (Dd) may be either milder 
or detectable only by appropriate clinical investiga- 
tions. 

In the interesting family with xanthoma tubero- 
sum multiplex, investigated by Fliegelman, 
Wilkinson, and Hand (Fliegelman, M. T.; Wilkin- 
son, C. F., Jr., and Hand, E. A.: Genetics of 
Xanthoma Tuberosum Multiplex, Arch. Dermat. 
& Syph. 58:409-429 [Oct.] 1948) some of the 
heterozygotes of this incompletely dominant dis- 
order had moderately increased blood cholesterol 
values and occasionally such mild clinical manifes- 
tations as gall-bladder disease, xanthelasma, etc. 
The homozygotes, on the. other hand, showed 
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DD- THE HOMOZYGOTE OF A DOMINANTLY INHERITED DISORDER. 


Dd- THE HETEROZYGOTE OF THE SAME DOMINANTLY INHERITED DISORDER. 
dd- THE HOMOZYGOUS NORMAL INDIVIDUAL. 


rr - THE HOMOZYGOTE OF A RECESSIVELY INHERITED DISORDER. 
rR- THE HETEROZYGOTE (CARRIER) OF THE SAME RECESSIVELY INHERITED DISORDER. 
RR-THE HOMOZYGOUS NORMAL INDIVIDUAL . 


Fig. 3.—Range of abnormal manifestations in complete and incomplete dominance and com- 


plete and incomplete recessiveness. 















lesions of xanthoma tuberosum or 
tendinosum, high blood cholesterol levels, and 
valvular or coronary cardiac changes. 


cutaneous 


The great role of genetic carriers in recessive 
inheritance is well known. Consanguineous mar- 
riages, which may unite two relatives carrying 
the same injurious gene, are important for the 
manifestation of recessively inherited diseases. In 
disorders following complete recessiveness the 
genetic carrier (rR) cannot be detected by clinical 
investigation (Fig. 3). In incomplete recessiveness 
the carrier (rR) can be detected by clinical 
investigation, since he shows an attenuated form 
of the severe signs prevalent in the homozygote 
(rr). Parents of children with sickle-cell disease 
show the sickle-cell trait; heterozygotes of thalas- 
semia, hemophilia, xeroderma pigmentosum, afi- 
brinogenemia, etc. can be identified. The 
recognition of the heterozygote, who has sub- 
clinical manifestations, is of the greatest im- 
portance, because he is a genetic carrier, who may 
transmit the disease to his offspring. “In.a broad 
sense the ‘genetic carrier’ may be defined as an 
individual who possesses the potentialities of trans- 
mitting inherited disease while he himself shows 
either no or only a slight departure from the 
‘normal’” (Neel, J. V., and Schull, W. J.: Human 
Heredity, Chicago, The University of Chicago 
Press, 1954). 

The term “carrier” has also been used for the 
young person in the subclinical phase of a heredi- 
tary disorder which manifests itself in a severe 
form in older members of the family. “Carrier” 
used in this connection does not refer to the 
heterozygote; this concept of the carrier rather 
increases our awareness of the potential danger 
to a young member of a family with an inherited 
disorder which usually develops in full force late 
in life. 

A superb study which illustrates the significance 
of effective identification of subclinical data is 
that of Rukavina, Block, and Curtis (Rukavina, 
J. G.; Block, W. D., and Curtis, A .C.: Familial 
Primary Systemic Amyloidosis: An Experimental, 
Genetic and Clinical Study, J. Invest. Dermat. 
27 :111-131 [Sept.] 1956) of a family with primary 
systemic amyloidosis. In this group of patients 
free electrophoresis revealed definite abnormalities 
in 13 persons who had no clinical signs or symp- 
toms of the disorder. Twelve of these thirteen 
cases were at the time of examination under 21 
years of age. Besides electrophoresis, the ultra- 
centrifugation of serum lipoproteins permitted ef- 
fective identification of subclinical data. From 
their study of older people the authors feel that 
in some of these young persons the serum ab- 
normalities may remain the only signs of the 
disease. Two of the thirteen cases, however, now 
in their early 20's, now present clinical sgins. They 
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may continue on this road until they present, at 
a later age, all or some of the characteristic 
clinical findings of the full-blown disease. The 
authors consider primary systemic amyloidosis an 
inherited abnormality of lipoprotein metabolism, 
They have been led to this assumption by mild 
deviations from the normal in the so-called carrier, 
This, then, is another of the hereditary disorders 
with basic biochemical disturbances. One could 
name a few others which may be of special interest 
to the dermatologist: agammaglobulinemia, albin- 
ism, gout, alcaptonuria, xanthoma tuberosum, and 
porphyria. 

The study of the genetic carrier, however, has 
uncovered other than biochemical basic disturb- 
ances. Relatives of patients with congenital dis- 
location of the hip may show defective acetabular 
development. Relatives of patients with epilepsy 
or Huntington’s chorea may show abnormal en- 
cephalograms. 

Many still unexplained hereditary diseases may 
be based on biochemical,. anatomical, or physical 
aberrations. Knowledge of the factors underlying 
these disorders will not only lead to rational treat- 
ment of the affected person but will also enable 
us to detect the genetic carrier, who plays such 
an important role in the transmission of the dis- 
order. 


Discussion 


Dr. Davin Broom: No apology is necessary, 
nowadays, for choosing genetics as a topic of a 
lecture. Its association with important advances 
in many branches of biology and medicine makes 
genetics one of the most important sciences of 
today. _Whether or not one is interested in 


heredity, one is forced today to get acquainted E 


with its basic facts. Without knowing the funda- 
mental mechanisms of heredity, one cannot possi- 
bly understand, for example, what erythroblastosis 
fetalis means. Another example is that one cannot 
fully understand sickle-cell disease without being 
acquainted with the terms complete and incomplete 
dominance. The considerable excitement developed 
recently in lay and medical magazines and by 
newspapers about the effects of atomic and x-ray 
radiation has forced many to get interested in, or 
to refresh their knowledge about, mutations, re- 
cessive genes, etc. and to think about the way in 
which these matters may affect future generations. 
However, I am not going to dilate upon basic 
facts of genetics which Dr. Curth has brought out 
so well in her talk. Instead, I will make a few 
general remarks on genetics as it relates to 
dermatology. 

Like other medical specialists, dermatologists 
are in need of the knowledge of genetics. There 
are hundreds of skin disorders which are based 
on mechanisms of heredity. Dermatologists will 
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continue to be bewildered if we do not bring order 
into this maze of entities by classification based 
on genetic mechanisms. Treatment of genoderma- 
toses is likely to be more rational and successful 
if the physician is conscious of the fact that he 
is dealing with an hereditary abnormality and if 
he has an insight into the genetic background. 
Advice in regard to chances of future offspring 
being affected cannot be given without knowledge 
of genetics. 

I must’ mention two misconceptions about 
hereditary disorders which are frequently, and er- 
roneously, held. One is that there is no available 
treatment for disorders which are hereditary. The 
second is that the certitude that an abnormality 
is hereditary in mechanism should discourage 
further investigation in regard to other causative 
or adjuvant factors. As to the former, I wish 
to mention several examples which prove that it 
is not true. One is keratoderma palmaris et 
plantaris. I have seen several cases of this con- 
dition corrected by plastic surgery which restored 
almost full ability to the use of the hands in any 
kind of work. Another example is acrodermatitis 
enteropathica, which, although it is hereditary, 
can be kept under control with Diodoquin. Should 
the exact enzymatic or chemical disturbance in the 
gastrointestinal tract, which I believe is the possi- 
ble underlying factor in this disease, be discovered 
one day, we may have a still more rational or 
effective therapy. The best known example is, of 
course, diabetes, which can be controlled by in- 
sulin. 

Knowing that a disorder is of hereditary nature 
should not discourage further study of the chain 
of causative factors. On the contrary, genetics 
should encourage and stimulate research, partic- 
ularly in underlying biochemical factors. A good 
deal of endocrinologic research carries on from 
the hereditary base. 

In reverse, I think that the application of the 
genetic approach to investigations of dermatoses 
of obscure cause may solve problems which until 
now have not been clarified in spite of much 
investigative effort. I wish to mention two diseases 
which I believe worth studying from this point 
of view. One is lupus erythematosus. It was 
surprising to me to find that there are many 
reports in the literature of discoid and systemic 
lupus erythematosus occurring in several members 
of a family and in identical twins. I, personally, 
have under observation a woman aged 27 who has 


systemic lupus’ erythematosus and whose sister 
died, at the age of 22, of acute lupus erythema- 
tosus. Another disorder is leukemia, a disease 
which is not infrequently handled by the derma- 
tologist. In 1947, eleven familial cases were re- 
ported by Videbaek. (Videbaek, A.: Familial 
Leukemia: Preliminary Report, Acta med. scan- 
dinav. 127:26 [March 22] 1947). Since then 
numerous such cases have been reported in the 
literature. One question to be answered is why 
these conditions show family accumulation only 
in a comparatively small number of cases, while 
in the majority of cases the disease is manifested in 
one member of the family only. 


Last, I wish to state that when one compares 
the textbook on “Inherited Abnormalities of the 
Skin” by Cockayne, published in 1933, with the 
chapter on “Skin Diseases” in Sorsby’s book 
“Clinical Genetics,” published in 1953, one is 
astonished at the comparatively small advance 
which genetics in dermatology seems to have made 
when compared with the enormous progress made 
by genetics in human pathology in general. The 
reason for this may be that skin diseases are not 
looked upon as being serious when compared with 
diseases of internal organs. Investigative efforts, 
therefore, are not considered urgent and are not 
being supported materially to a sufficient degree. 
This status, of course, is deplorable when one 
considers, for instance, a condition like psoriasis, 
which affects about 2,000,000 people in the United 
States and which is a source of as much disability 
and unhappiness as any other illness. 


Diagnosis: Generalized Pruritus and Recurrent Pruritus of 
the Scrotum Associated with Gout. Presented by Dr. 
ConraD STRITZLER. 

Diagnosis: Myelogenous (Monocytic) Leukemia. Presented 
by Dr. Samuet B. Franx and Dr. H. Sturm (by in- 
vitation). 

Diagnosis: Cir ibed Scleroderma. 
Laurence L. Patitz. 

A Case for Diagnosis: Neurodermatitis; Nevus Unius 
Lateris? Presented by Dr. Ernst M. Rosensaum and 
Dr. I. Marks (by invitation). 

Diagnosis: 1. Pustular Psoriasis; 2. Hypersensitivity to 
Corticosteroids and ACTH? Presented by — Dr. 
FREDERICK REIss. 

Multiple (Rendu-Osler-Weber’s Disease?). 
Presented by Dr. Joun Garp. 

Urtiearia Pigmentosa. Presented by Dr. Irwin I. Lusowe 
and Dr. Epwarp H. Manpet. 

Seleroderma Adultorum (Buschke). 
Freperick ReEIss. 

Multiple Benign Cystic Epithelioma in Several Members 
of the Same Family. Presented by Dr. Louis WEXLER. 





Presented by Dr. 


Telangiectases 


Presented by Dr. 
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KANSAS CITY-ST. LOUIS DERMATOLOGICAL SOCIETY 


Donald L. Fuhrman, M.D., President 
Justin L. Mooney, M.D., Secretary 
March 31, 1957 


Phagedenic Ulcers. Presented by Dr, CHARLES 
C. Denniz, Dr. DonaLp L. FuHRMAN, and Dr. 
Bruce V. Drowns. 

The chief complaint is that of ulcers of long 
standing. The lesions began as small pustules or a 
folliculitis, in 1949, accompanied by pain over the 
lower abdomen. Clinical course today is charac- 
terized by a pustule, or a nodule, which rapidly 
breaks down, producing ulcers surrounded by a 
bluish-red halo, spreading rapidly. It may extend 
deeply and at the same time spread peripherally. 
The lesions are unpredictable in their course, some 
being of short duration and seem to be abortive 
while others progress to ulcers as you see them 
today. 

Approximately eight years ago the patient com- 
plained of pain over the lower abdomen accom- 
panied by pustules over the entire body. The 
pustules usually appeared in groups. After the 
abdominal pains became unusually severe, the pus- 
tules would disappear. Four years previously, in 
1945, the patient had an operation for a perforated 
diverticulum. In 1949 he was examined at the 
Research Clinic and was assured that he had no 
organic pathology, and, further, diverticulum could 
not be found. A question of adhesions was brought 
up. No further recommendations were made. 

The patient was seen in December, 1952, and 
July through September, 1956, in the Mayo Clinic. 
A diagnosis of pyoderma gangrenosum was made, 
but no hidden focus, such as a gastrointestinal dis- 
ease, could be demonstrated. The response to 
Azulfidine was good, and his ulcers cleared. He 
had a recurrence in December, 1945, and, again, 
16 tablets daily of Azulfidine brought about a 
remission. He was free of lesions until April, 1956, 
after a bout with pneumonia. He has never been 
free of lesions since that time. 

Laboratory work has been very extensive, but 
only the recent procedures and their results will 
be given. 

Blood cell count: Hemoglobin 91%; RBC 
4,620,000; WBC 7600, with differential count 
showing neutrophils 66%, lymphocytes 31%, and 
monocytes 3%. 

Urinalysis: Persistent Grade 1 to 2 albumin; 
otherwise, negative. 

Bacterial cultures: Positive for Proteus, Micro- 
coccus pyogenes, and Streptococcus pyogenes. The 
organisms were insensitive to the antibiotics, ex- 
cept erythromycin. Direct examinations for amebae 


Submitted for publication Sept. 1, 1957. 
346 


were negative. The stool examination for parasites 
was negative. 

Electrophoresis: Albumin 52.2% (3.36 gm. per 
100 cc.), a:-globulin 6.1% (0.39 gm. per 100 cc.), 
ae-globulin 1.3% (0.53 gm. per 100 cc.), B-globulin 
13.4% (0.86 gm. per 100 cc.), y-globulin 20.0% 
(1.29 gm. per 100 cc.). Total serum protein 6.43 
gm. per 100 cc. 

Medication used has been considerable. K MnO, 
wet dressings, all steroid ointments, Tryptar oint- 
ment with bacitracin, etc., 30% urea in Aquaphor, 
neomycin wet packs, Neosporin, and many other 
local medications; Azulfidine, Benadryl, erythro- 
mycin (the patient is now resistant to erythro 
mycin), sulfonamides, Mycostatin, Albamycin, 
Cathomycin, Sigmamycin, sodium _ thiosulfate, 
cyanocobalamin (vitamin Bz.) injections; vitamins 
orally; an iodide-free diet; and high-energy 
mercury-vapor lamps have been used in treatment. 
More recently, he has been in St. Luke’s Hospital 
receiving small doses of blood in transfusions, 
which he is continuing on an out-patient basis. 
He has, begun to respond to this last therapy. 

Discussion 

Dr. Hat E. Freeman: I should suggest trying 
zinc peroxide—it was tried before but was not 
used properly. Does the man continue to have 
this infection because his resistance is low? Would 
y-globulin help bring immunity? Perhaps he could 
be immunized. 

Dr. Cuarves C. DENNIE: He has had y-globulin 
—plenty of it. It had to be fresh blood. All cul- 
tures done upon him showed nothing but staphylo- 
cocci. We don’t even know if this is an infection. 
We are assuming that it is. There are two types 
of eruptions, explosive and gangrenous. Gangre- 
nous eruptions are bluish, as in true gangrene, 
Eight gastrointestinal studies were made. 

Dr. RrcHarp Q. Crotty: This is similar to Case 
15 mentioned in an article in the March ARCHIVES. 
The authors were puzzled by a variant of derma- 
titis herpetiformis. The patient responded at first 
to sulfapyridine. Another case was reported in 
which the lesions were usually on the face. 

Dr. THomas B. HAL: I saw a case from which 
a culture grew Micrococcus pyogenes var. aureus. 
Lederle Laboratories furnished me with the anti- 
toxin serum, which brought the patient out of it. 
I suggest continuing with the sulfonamides. 
Subacute Lupus Erythematosus. Presented by Dr. RICHARD 

L. Sutton Jr., Dr. Norman D. Aset, and Dr. Giver? 

E. Ryper. 

(?) Granul 
M. LessEnDEN. 


Zi i Presented by Dr. CHESTER 
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Urticaria Pigmentosa. Presented by Dr. CHESTER M. 
LESSENDEN. 

Xanthoma. Presented by Dr. Ricuarp L. Sutton Jr., 
Dr. Norman D. Aset, and Dr. Girsert E. RypEr. 

A Case for Di jis: Lett -Siwe Di Pr d by 
Dr. Davip B. Morcan and Dr. Bruce V. Drowns. 
Uleerated Necrobiosis Lipoidiea Diabeticorum. Presented 

by Dr. Bruce V. Drowns. 


Presented by Dr. 





BS h dotheli 


Bruce V. 





Drowns. 


Dermatomyositis. Presented by Dr. Gorpon SavER and 


Dr. W. P. McKee. 


6 lized Coll Di Presented by Dr. R. H. 
Kurtu, Dr. Lawrence Fierp, and Dr. Davin B. 
MorGan. 

Multicentric Basal-Cell Epithelioma. 


Epwin L, Prvuetze. 





Presented by Dr. 
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Orlando Canizares, M.D., President 
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Reticuloendotheliosis (Letterer-Siwe Disease) 
in Sisters. Presented by Dr. Joun W. DoucH- 
ERTY. 

A 5-month-old Negro female infant is presented 
from New York Hospital with an eruption, which 
has been present since birth, of the trunk and head. 
She was born to a 33-year-old septigravida sexti- 
para who had had one abortion and who was 
considered to have had inactive pulmonary tubercu- 
losis for four to five years prior to 1957. During 
pregnancy with the patient gastric samples were 
taken in the fifth month of pregnancy and were 
said to be positive, and so the mother was hospital- 
ized in October in Triboro Hospital, where she 
was given isoniazid and p-aminosalicylic acid. No 
known antituberculosis therapy had been given 
prior to that time. 

The patient was born on Dec. 11, 1956, while 
the mother was hospitalized. Delivery was uncom- 
plicated, and the birth weight was 8 Ib., 4 oz. The 
patient was considered normal, but on the second 
day of life a diffuse rash was noted and the patient 
was kept in the hospital for two days over the 
normal period as a result. It was felt that the rash 
had completely cleared, and the patient was dis- 
charged on the seventh day of life. No diagnosis 
was given the father. However, shortly after the 
patient’s birth, although the father did not note the 
rash mentioned above, he did notice pitted areas on 
the left side of the chin and at the outer canthus of 
both eyes. He was looking for this, since a 
17-month-old sibling, born just prior to the patient, 
had had similar pitting and a rash at birth which 
was diagnosed at 2 weeks of age as Letterer-Siwe’s 
disease. 

The patient had scaling lesions on the scalp, 
thought to be cradle cap and treated with applica- 
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Lichen Selerosus et 
Frank X. Dwyer. 

Lichen Planus of Scalp, 
Dr. THomas B. Hatt. 

Parapsoriasis 
SAvER. 

Pityriasis Lichenoides et Varioliformis Acuta. 
by Dx. Davip B. Morcan. 

Radiodermatitis and Secondary Bacterial “Id.” Presented 
by Dr. Davin B. Morcan and Dr. Lawrence FIExp. 
Boeck’s Sarcoid Treated with Local Injections of Hydro- 

cortisone. Presented by Dr. Bruce V. Drowns. 
Keratosis Follieularis. Presented by Dr. Gorpon C. 
SavER and Dr. Gitpert E. Ryper. 


Atrophieus. Presented by Dr. 


with Alopecia. Presented by 


Guttata. Presented by Dr. Gorpon C. 


Presented 





Dermatitis Herpetiformis. Presented by Dr. S. HottzMan. 


tions of mineral oil. The scales easily came off 
and left pitted areas. During the week prior to 
admission erythematous lesions appeared on the 
perineum. This was thought to be a diaper rash, 
but it did not respond to the usual home remedies 
and began to spread up over the abdomen, chest, 
axilla, and shoulders. The arms and legs remained 
clear. 

The mother, besides her known tuberculosis, has 
atopic dermatitis. Three brothers have allergies to 
penicillin and sulfonamides. One brother died at 
2 days of age from a bowel obstruction. A sister, 
17 months old, has Letterer-Siwe’s disease. A 
paternal great-grandmother had diabetes mellitus, 
and her paternal grandfather died of Hodgkin’s 
disease. 

The child is well developed and well nourished, 
with very light-colored skin. There are scattered 
ovoid erythematous areas over the abdomen, chest, 
under the axilla, and in the perineal region, where 
they are most abundant. The lesions have sharply 
demarcated borders, which are raised, and the 
centers are depressed, with very fine, exceedingly 
sparse scales. There are several ovoid, depressed, 
atrophic areas on the left side of the chin and at 
the outer canthus of both eyelids, approximately 
2 mm. in diameter. They do not feel indurated. 

The urine pH was 6 and was completely within 
normal limits. 

Blood count showed hemoglobin 10.5 gm. and 
white cells 7600, with lymphocytes 60%, mature 
polymorphonuclear leukocytes 34%, monocytes 3%, 
eosinophils 1%, and band forms 2%. Platelets 
numbered 120,000 and reticulocytes 4.1%. 

Phosphatase was 6.0; alkaline phosphatase 11.8; 
bilirubin total 0.39; thymol turbidity 1; cholesterol 
140; total serum proteins 6.6, with albumin 4.0 
and globulin 2.6. Lupus erythematosus and sickle- 
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cell preparations were both negative. Direct and 
indirect Coombs tests were negative. Cultures from 
the skin yielded Staphylococcus aureus and Coryne- 
bacterium. 

It was felt that the lesions most likely repre- 
sented seborrheic dermatitis, although pityriasis 
rosea and psoriasis were also suggested. Dermato- 
logic ointment, 1% sulfonamide and 1% salicylic 
acid, was prescribed, and considerable improvement 
resulted. 

Bone marrow examination was considered to be 
normal, as were roentgenograms of the long bones, 
skull, and chest. Skin tests with old tuberculin 
were negative in strengths up to 1:1000. Biopsies 
of the skin and lymph nodes revealed only chronic 
dermatitis. 

A 21-month-old Negro infant, sister of the first 
patient, was born one month prematurely. She 
was first seen on the pediatric service of the New 
York Hospital as a newborn infant. She presented 
‘atrophy and telangiectases on the skin of the head 
afif’ petechiae on the trunk. In addition there were 
found hepatosplenomegaly, generalized lymphad- 
enopathy, and a hemorrhagic tendency manifested 
by bloody stools and excessive bleeding from 
venipuncture wounds. The temperature was 
normal. The prothrombin time was normal as was 
the blood count, except for thrombocytopenia 
(30,000 platelets). At 36 hours a transitory icterus 
was noted, with a total serum bilirubin of 10. 
This subsided within a week. The serologic tests 
for syphilis were negative, and tuberculin tests 
were negative in a dilution of 1:10,000. Skin 
cultures for tubercle bacilli showed no growth. 
The bone marrow was normal except for absence 
of megakaryocytes. The total cholesterol was 183. 
Roentgenograms of the skull, chest, and abdomen 
were normal at the age of one week. 

Biopsy of skin from the right side of the neck 
showed focal accumulations of histiocytes im- 
mediately beneath the basal-cell margin. These 
histiocytes were not vacuolated. Occasional cosino- 
phils were present. Diagnosis: Letterer-Siwe’s 
disease. Biopsy of a lymph node confirmed this 
diagnosis. 

The child was found to have a congenital dis- 
location of the hip, and surgery has been per- 
formed. 

The mother had had pulmonary tuberculosis, 
presumably arrested, until a positive culture for 
tubercle bacilli in gastric washings was found three 
months before the patient was born. At the end 
of the first trimester the mother had herpes zoster 
of the lower part of the abdomen which persisted 
for three weeks. Serologic tests for syphilis were 
negative. She also has rheumatoid arthritis and is 
hypersensitive to gold, Butazolidin, and codeine. 


The patient’s cutaneous lesions have gradually 
faded, and the child is now well, except for mild 
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depression of the skin of areas on the head and 4 
palpable liver. 


Discussion 


Dr. Davin Bioom : Recently I saw at New York 
University Hospital a girl aged about 8 with 
Letterer-Siwe’s disease, who in addition to hepato- 
splenomegaly had an eruption consisting of small 
flat infiltrations in the skin. In contrast to the case 
shown tonight, there was no atrophy. It is assumed 
that Letterer-Siwe and Hand-Schiiller-Christian 
diseases are different stages of the same condition, 

Dr. Perry Sacus: I am acquainted with a 
picture, history, and slide of a case clinically similar 
to these two. As noted in these cases, histiocytes 
or large epithelioid cells were an important micro- 
scopic feature. 

Dr. Douctas Torre (by invitation): It is in- 
teresting to see these primary atrophic lesions. In 
some cases, where atrophic lesions are observed 
at birth, it is surmised that inflammatory lesions 
were present in utero, but.in this case no lesions 
were observed prior to the appearance of atrophy, 

Dr. WILBErT SACHS: This comes closer to true 
Letterer-Siwe disease than any case I have ever 
seen. I think it belongs more to lymphoblastoma 
than reticuloendothelioma. 

Dr. GeorceE M. Lewis: The pediatricians are 
more familiar with this disease than we are. This 
patient has been under our care for a year and 
one-half, and Dr. Dougherty has had a good 
opportunity to observe the clinical features, | 
should like him to comment on the prognosis. 

Dr. Frank C. Combes: From the few cases of 
this type of reticuloendotheliosis that I have read 
about, I do not think that the disease is invariably 
fatal except in very early childhood and in thos 
instances where there is extensive dissemination. 
In any disease of the reticuloendothelial system 
there is frequently extensive involvement of vital 
organs—the adrenals, lungs, spleen, liver—of bone 
marrow and of lymph nodes as well as of tissue 
cells derived from the endothelium. I would not 
assume a defeatist attitude in this case. Since one 
of the functions of the reticuloendothelial system 
is regulation of metabolism, I would do a protein- 
bound-iodine determination. I was also interested 
in the vascular manifestations in this patient and 
the drug sensitivity. Are patients with a tendency 
to a hemorrhagic diathesis more sensitive to drugs? 
It has been my observation that they are, especially 
to those drugs tending to provoke purpura and 
petechiae. 

Dr. Maurice J. Costetto: I have seen, I sup 
pose, half a dozen cases of Letterer-Siwe diseasé 
The cases presented tonight differed from those 
The lesions as a rule resemble split-pea-sized 
angiomas. One of the children shown tonight has 
something which suggests that. Reticuloendothelio 
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sis may resemble acute myelogenous leukemia, 
which is so frequently associated with purpura. 
The younger child had a cough; I don’t know 
whether the roentgenogram showed hilar widening 
or not. I thought the prognosis of Letterer-Siwe 
disease was poor. 

Dr. Davin Bioom: The child I saw was in ex- 
tremis. As these cases of Letterer-Siwe disease 
appear in very young children, one must assume a 
constitutional, probably hereditary, factor. I do 
not know of any familial cases. Among 200 cases 
of Hand-Schiiller-Christian disease in the litera- 
ture, only 3 familial cases are reported. Possibly 
if the families of these patients were carefully 
examined other affected members would be dis- 
covered. : 

Dr. Jon W. DoucHerty: This is the first in- 
stance I have found of Letterer-Siwe disease in 
siblings. 

Dr. Jack Wotr: Did these children have toxic 
symptoms ? 

Dr. Joun W. DoucHerty: The older child had 
toxic symptoms, but when steroids were. given she 
developed abscesses. Reticuloendotheliosis is a 
very poorly understood entity, and the prognosis 
is grave, as I understand it. A roentgenogram of 
the younger child was negative. The older one’s 
lesions have disappeared, leaving only scaling and 
depressed areas. 

Dr. Maurice J. CosteLLo: What does the lesion 
show histologically ? 

Dr. JoHN W. DouGHeErty: Vacuolated cells, 
histiocytes. The pathologist made no reservations 
in his diagnosis in the older child. As I look over 
the literature, this is the first instance I can find 
of atrophic lesions in Letterer-Siwe disease— 
clinically atrophic. Many other types of lesions 
have been found—seborrheic dermatitis, nodules, 
telangiectases, papules—similar to Weber-Christian’s 
disease. 

Dr. SAMUEL M. PEcK: Were there any changes 
in the eye grounds? 

Dr. Joun W. Doucuerty: I don’t know. 

Dr. Paut Gross: What happens to these children 
who survive and reach an age where we would 
expect Hand-Schiller-Christian’s disease to de- 
velop? 

Dr. Joan W. Doucuerty: Tannhauser thinks 
it is the same process as Hand-Schiiller-Christian’s 
disease but more acute; that is why such persons 
die rapidly. 

Dr. Paut Gross: The other child shows evi- 
dences of seborrheic dermatitis. 

Dr. Joun W. DoucHerty: Yes, she had a good 
deal a week ago, but it cleared up with antisebor- 
theic measures. 

Dr. Franx C, Comses: Does the mother have a 
hemorrhagic diathesis, too? Is there any sensitivity 
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to penicillin, codeine, etc.? What type of sensitivity 
is it? Do the lesions become hemorrhagic? 

Dr. JoHN W. DouGHERTy: The mother has 
never presented any hemorrhagic tendency, but it 
has been present in the child. 


Squamous-Cell Epithelioma in Acrodermatitis 
Chronica Atrophicans, Treated by Skin 
Grafting. Presented by Dr. JouN W. Doucu- 
ERTY. 


A woman aged 69 has been previously presented. 
She has had acrodermatitis chronica atrophicans 
for many years, and seven years ago a huge 
squamous-cell epithelioma developed in the affected 
area, almost completely surrounding the left ankle. 
Surgical consultants were insistent upon amputa- 
tion, but the dermatology department did not feel 
that this was necessary, taking into account the 
torpidity of epitheliomas developing in acro- 
dermatitis chronica atrophicans. The department 
of radiology was not in favor of radiotherapy. 
Finally the tumor was removed by a plastic surgeon 
and a full-thickness graft placed on the area. It is 
of interest that the acrodermatitis chronica 
atrophicans has not returned in the graft site. The 
patient has remained well. 

Discussion 

Dr. ApriAN Bropey: The dermatologist who 
suggested skin grafting rather than amputation 
should be commended. 

Dr. Georce M. Lewis: Amputation had been 
planned when Dr. Wilbert Sachs examined: the 
patient and suggested a more conservative approach. 
Dr. Herbert Conway agreed to excision and was 
able to transfer full-thickness grafts. The outcome 
was successful, as noted here tonight. 

Dr. Maurice J. CosteLto: That complication is 
a not infrequent one. This must have been a cancer 
of low-grade malignancy, even anaplastic. A lesion 
on the lower extremity of high-grade malignancy 
is not often cured. I wonder whether the epithe- 
liomas occurring in  acrodermatitis chronica 
atrophicans are of a high or low grade of 
malignancy? It would be well to have these cases 
reported in other than dermatologic journals. 

Dr. ORLANDO CANIZARES: One of the most im- 
portant features in this case is the fact that the 
graft took so well in areas where one would expect 
poor receptivity, at least theoretically. Second, 
there were no signs of atrophy. 

Dr. Perry Sacus: It is not to be overlooked 
that this is an excellent example of acrodermatitis. 

Dr. SAMUEL M. Peck: I am surprised that the 
skin graft took in this case. All of us are aware 
that good results have been reported in the foreign 
literature with the treatment of acrodermatitis 
chronica atrophicans with penicillin. This type of 
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response would seem very unlikely and would indi- 
cate that an infectious process played a role in 
this disease. My results with penicillin were abso- 
lutely nil in such cases. In this patient it seems 
as if the atrophic process were invading the graft 
at present, 

Dr. Witpert SacuHs: It is not surprising that 
the graft took, because in acrodermatitis the process 
is entirely in the skin. If you take the skin off, 
why shouldn’t the graft take? I don’t believe that 
this epithelioma was of a low grade of malignancy. 

Dr. JacK Wo tr: Has anybody here had any im- 
provement with penicillin in acrodermatitis chronica 
atrophicans? 
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Dr. Wivpert SAcHs: Not with anything. Once 
the atrophy is there I can’t see how you are going 
to get rid of it. In view of this experience, I think 
that where the area involved is small some cases 
should be treated by plastic surgery. 

A Case for Diagnosis (Dysidrosis? Dermatophytid?), 
Presented by Dr. Joun W. DovuGuenrty. 

A Case for Diagnosis. Ulcers and Nodules of the Legs, 
Presented by Dr. Joun W. DovuGuerty. (Previously 
presented at New York Dermatological Society and New 
York Academy of Medicine.) 

Poikiloderma V. lare Atrophi 
Davin Bioom. 


Presented by Dk, 








NEW YORK ACADEMY OF MEDICINE, SECTION OF DERMATOLOGY AND SYPHILOLOGY 


Carl T. Nelson, M.D., Chairman 
Jack Wolf, M.D., Secretary 
April 2, 1957 


Tertiary Syphilis. (1) Aneurysm of the Ascend- 
ing Aorta with Occlusion of the Superior 
Vena Cava (Partial) and Compression of 
Right Pulmonary Artery; (2) Gumma of 
Forehead; (3) Tabes Dorsalis. Presented by 
Dr. Leste P. BARKER. 

From: Vanderbilt Clinic and Presbyterian Hos- 
pital. 

Patient: Woman aged 50. 

Complaint: Vomiting of two days’ duration. 

History: Patient had episodes of vomiting two 
days, two weeks, and two months before admission. 
She was taken to another hospital where a routine 
chest film showed a large mediastinal mass, and 
she was transferred to Presbyterian Hospital for 
further study. 

She has had an asymptomatic eruption of the 
forehead for six weeks. There have been no 
cardiorespiratory symptoms. General health has 
been good. Thirty years ago she had a positive 
blood and negative spinal fluid test. There is no 
history of treatment. She has had three normal 
pregnancies; her children are living and. well. 
Their serologies are not known. 

Physical examination: Temperature 99; pulse 
rate 84; respirations 16; blood pressure, right arm 
145/70, left arm 145/70, right leg 170/75, left leg 
180/75. Radial pulse Corrigan type. Diffuse facial 
flush when patient reclines. 

Eyes: Right pupil, Argyll Robertson pupillary 
reaction; left pupil had low intensity reaction to 
light and normal accommodation. 

Lungs: Dullness and diminished breath sounds 
over right anterior chest. 

Heart: RSR, thrill over midline and right sternal 
area. Loud systolic and diastolic murmurs heard 
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along right border, transmitted to whole right 
chest and neck. 

Abdomen: Liver edge two fingers below costal 
margin. Numerous distended blood vessels on the 
skin. 

Reflexes: Knee jerk diminished on right; ankle 
jerks absent; gait normal. 

Skin lesions: On the forehead are three erythem- 
atous, slightly raised, soft plaques, 1x2 cm. to 
4X2 cm. in size. The centers of the lesions are 
depressed and show scarring. One lesion has an 
elevated, almost rolled, border. Some telangiectasia 
is present over lesions. 

Laboratory findings: Complete blood count, 
urinalysis, and liver function studies were negative, 
Venous pressure (arm) 30 mm. Blood S. T. S:8 
Mazzini 4+, Kolmer 4+, VDRL 4+ at 32 dil 
TPI positive. CSF 3 WBC/hpf, protein 49 mg 
per 100 cc, Kolmer 4+, TPI positive, colloidal 
gold 1113310000. Multiple x-rays of the chest, 
including angiocardiograph, disclosed a_ saccular 
aneurysm of the sinuses of Valsalva and _ the 
ascending aorta, with partial occlusion of the 
superior vena cava and compression and distortion 
of the atria and of the right main pulmonary 
artery. EKG showed left axis deviation and ab 
normal record, suggesting nonspecific myocardial 
disease. Skull x-rays showed no definite involve 
ment of the bone under the skin eruption. 

Biopsy: Biopsy of forehead lesion, gumma. 

Course: Patient is being given weekly injections 
of bismuth, preparatory to penicillin therapy. 


Discussion 


Dr. WILLIAM CurTH: I wish to say how very 
rare it is to find a combination of aortic lesion, 
tabes, and tertiary skin lesions such as gummata 
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in the same patient. I remember years ago there 
was considerable search made in insane asylums 
among the paretics, looking for lesions of tertiary 
syphilis, and very few were ever found. I would 
say that this is an outstanding case. 

Dr. Cart T. Netson: Do I understand, Dr. 
Curth, that people who have benign cutaneous 
syphilis rarely have neurological involvement or 
blood vessel involvement, or is it the other way 
around? 

Dr. WiLL1AM CurTH: It has been entertained 
for a while that gummatous changes in the skin 
protect against neurosyphilis and aortitis. I do not 
subscribe to this belief, 

Dr. FREDERICK ReIss: I agree with Dr. Curth. 
I think it is extremely rare to find a patient with 
tabes and valvular involvement associated with 
the cutaneous lesions. In China tertiary syphilis 
was rather common, but we practically never found 
such a combination. 

Dr. FrANK E. Cormta: I think that one of the 
reasons this combination is unusual is that tertiary 
syphilis of the skin is a relatively early manifesta- 
tion. It appears ordinarily in the first 5 or 10 years 
of the disease, whereas tabes develops as a rule 
after the 10th year. I wonder if this patient 
actually has tabes. The patient may have diffuse 
meningovascular syphilis, which sometimes will 
give signs indistinguishable from those of tabes. 

I am also wondering if it is feasible to do any 
type of surgery in such a person. 


Dr. Cart T. Netson: Dr. Cormia, according to 
the protocol the patient has nonreactive pupils, 
absent ankle and knee jerks, a positive spinal 
fluid protein of 49, Kolmer 4+, and colloidal gold 
1113310000. 


Dr. Cormi1A: What is the cell count? 


Dr, Cart T. Netson: The cell count at the 
present time is 3, which would suggest a burned 
out tabes, rather than meningovascular involvement. 

Dr. Eucene T. Bernstein: I don’t think that it 
takes 15 years for tabes to develop. Now and then 
one used to see a patient who developed tabes in 
three or four years. I don’t think that the time 
element is unequivocally established. I don’t think 
that the coincidence of cardiovascular syphilis, tabes 
and gumma, or tertiary syphilis is based on the 
time element, because tabes may even be observed 
in the fourth or fifth year. We saw it quite early 
in Russia. 

Dr. LestreE P. BARKER: The physical findings 
and laboratory data warrant a diagnosis of tabes 
dorsalis in this patient. The low cell count and 
low protein of the spinal fluid are against a diag- 
nosis of meningovascular syphilis. 

Statistics substantiate the view that central 
nervous system syphilis is seen less frequently in 
patients with tertiary cutaneous syphilides. 


I would be against any operative procedure on 
the heart until we observe the result of adequate 
antisyphilitic therapy. After a preparatory course 
of bismuth, to minimize the chances of a vascular 
Herxheimer reaction, she will be given proper 
penicillin therapy. 


Circumscribed Myxedema, Pretibial and Fin- 
gers(?) Associated with Thyrotoxicosis. Pre- 
sented by Dr. Beatrice M. KESTEN. 


From: Vanderbilt Clinic and Presbyterian Hos- 
pital. 

The patient is a white maintenance man, born in 
the United States, aged 26. 

Complaint: Painless swelling of left pretibial 
area, stiffness and swelling of fingers of 16 months’ 
duration. Recurrence of weakness and tachycardia. 

History: The patient noted swelling of fingers 
and skin over the left shin around November, 1955. 
They have slowly increased. The former is asso- 
ciated with stiffness and the latter with numbness. 

Symptoms of hyperthyroidism began in 1952. 
Progression of symptoms (B. M. R. +16 and +9, 
radioiodine clearance 783 ml. per minute) required 
bilateral subtotal thyroidectomy for thyrotoxicosis 
in 1954. There was a recurrence of symptoms four 
months later, although radioiodine clearance was 
45 ml. per minute (normal is 8 to 45 ml. per 
minute) and radioisotope uptake. was 59% (normal 
is 20% to 45%). The patient was admitted to the 
medical service of Presbyterian Hospital in 
November, 1956, 

Description: Over the left pretibial area there 
is a 4 by 6 cm, painless nodular swelling. The 
overlying skin is stretched, noninflamed, and does 
not pit on pressure. 

The proximal and second phalanges of the 
fingers, except the left third finger, are swollen, 
nontender, and firm. The articulations are normal. 
There is-an associated exophthalmos and hand 
tremor. There are no other abnormal findings on 
physical examination. 

Laboratory examination: Biopsy of skin and 
subcutaneous tissue: The epidermis is intact. The 
dermis appears to be widened. There is a granular 
eosinophilic precipitate between the collagen 
bundles which is mucicarminophilic. Further 
studies by Dr. Godman showed large quantities 
of strongly metachromatic precipitated material 
lying in pools and in the interstices between col- 
lagen and occasional muscle bundles in the lower 
corium and subcutaneum. This metachromasia 
could be abolished by prior digestion in testicular 
hyaluronidase. This material is presumed to 
represent connective tissue ground-substance con- 
taining acid mucopolysaccharide. 


X-ray of the left leg: The bones are normal, 
although there is considerable soft-tissue pretibial 
swelling. 
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Skeletal survey: This is normal except the hands. 
The films suggest periosteitis, possible secondary 
to disease involving the adjacent soft tissue, rather 
than pulmonary osteoarthropathy. A number of 
phalanges of both hands and the first metacarpal 
on the right show a variable degree of what 
appears to be periosteal new bone formation of a 
lacy fine trabecular pattern. Soft-tissue swelling 
is localized to areas immediately around the in- 
volved phalanges. 

The blood count, sedimentation rate, Mazzini 
test, serum proteins and electrolytes, and urinalysis 
were within normal limits. The hemoglobin was 
18 gm. 

The B. M. R. was +9 and +14. Radioiodine 
uptake was 61%. Pulmonary function studies 
were normal. 

Course: In November, 1956, the patient received 
2.4 mc. of I, and medication with thyroid and 
propylthiouracil was instituted in the Thyroid 
Clinic. There has been no local treatment of the 
myxedema, and no improvement is observed. 


Discussion 


Dr. CuHartes F. Post: I was unable to tell, from 
the protocol, if the onset of the circumscribed 
myxedema preceded any therapy for hyperthy- 
roidism or if it became active after treatment 
was started. 

Dr. Lestiz P. Barker: I would like to ask the 
presenter if bone changes have been reported with 
myxedema after thyroidectomy. 

Dr. Greorce C. ANprews: Isn’t this localized 
myxedema, including the exophthalmos, due to 
pituitary hormonal changes not held in restraint 
any more by thyroid because the thyroid has been 
removed? 

Dr. Beatrice M. Kesten: Both medical and 
surgical treatment were given before the develop- 
ment of the myxedema. The myxedema developed 
very shortly after the thyroidectomy. We need 
a biopsy of the swollen skin around the joints 
and bone to determine whether it is myxedematous. 
As Dr. Andrews says, the myxedema is probably 
due to thyrotropic hormone. 


Tinea Barbae Due to Trichophyton Rubrum 
Associated with Tinea Cruris, Pedis, and 
Unguium. Presented by Dr. DANIEL HyMAN 
(for Dr. Joonc Kwan Kim). 


The patient is a 54-year-old white man. 
Duration: Tinea barbae, 16 weeks; tinea cruris, 
pedis, and unguium, 10 months. 


History: This patient was first seen at the 
Roosevelt Hospital Dermatology Clinic on June 
19, 1956, with tinea cruris and corporis caused by 
T. rubrum. On Dec. 21, 1956, the patient visited 
the Clinic again, with a painful swelling of the 
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left beard of 10 days’ duration. It was about egg 
sized, edematous, erythematous, weeping, papulo- 
pustular, heavily crusted, and very tender. Around 
the lesion and on the right cheek there were many 
pin-head-sized follicular discrete red papules. The 
lesions on the groin and the back were still present 
and larger in size than at the previous visit 
Nail involvement was found on the left first and 
second fingers and the left first, second, and third 
toes. Culture was taken from the affected bearded 
area and groin which proved to be T. rubrum. 

On Jan. 15, 1957, the patient was admitted to 
the Hospital. Further cultures were taken from 
the beard and groin and showed T. rubrum. On 
manual epilation some of the hairs were easily 
removed from the inflamed area; others were 
difficult to epilate. 

Therapy given was potassium permanganate solu- 
tion wet dressings and bacitracin-polymyxin oint- 
ment. The latter was replaced with a 10% 
ammoniated mercury ointment. These were ap- 
plied to the bearded areas, and 2% resorcinol in 
calamine lotion was applied to the glabrous skin, 
On Jan. 25 the patient was discharged. The edema 
of the left cheek was markedly decreased. During 
the hospitalization the patient developed new lesions 
on the dorsum of the right thumb. 

On Feb. 18 the patient was admitted to the 
Hospital for the persistence of the cheek infection. 
On examination it was found that new lesions had 
developed on the lower extremities and sides of 
the abdomen. There were erythema and scaling 
between the toes of the left foot. 

On the chin just beneath the right angle of the 
mouth there was a 1.5 cm. plaque which was well- 
defined, erythematous, pustular, and crusted. Dur- 
ing hospitalization the patient improved rapidly. On 
March 14 the patient-was discharged. 

Treatment on the second admission for the 
plaques on the cheeks included boric acid ointment 
to remove the crusts; 25% salicylic acid ointment; 
solid carbon dioxide, at the suggestion of Dr, 
Michelson, and manual epilation. Treatment for 
other parts of the body included 2% resorcinol in 
calamine lotion; half-strength benzoic and salicylic 
acid ointment, and full-strength benzoic and 
salicylic acid ointment. No treatment has been 
given so far for the affected nails. 

Laboratory data: culture on Sabouraud’s medium 
taken from groin and beard developed T. rubrum. 
Culture for bacteria was done from the pus of 
the beard and reported as Staphylococcus aureus. 


Discussion 


Dr. Royat M. Monrcomery: The unusual 
feature in this case was the large kerion that was 
present on the patient’s first admission. This is 
rare in a T. rubrum infection. It was resistant 
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to therapy until that outlined by Dr. Michelson 
was instituted. This consisted of 25% salicylic 
acid and cryotherapy with solid carbon dioxide. 

Dr. JoHN W. DovucuHerty: The last adult that I 
saw with hair and extensive cutaneous involvement 
of Trichophyton purpurum was one of five cases 
reported by Lewis, suffering from associated 
lymphoma. I think it might be well to check this 
man carefully for lymphoma. 

Dr. DANiEL HyMAN: We did not see any spores. 
There was no fluorescence. Actually, I would like 
to point out that this case was presented, as Dr. 
Montgomery said, to point up a type of therapy 
which Dr. Michelson felt very effective with 
Trichophyton gypseum type of infection. Dr. 
Michelson had never seen this type of therapy 
used on T. rubrum and suggested that we try it, 
and the results were as we showed tonight. 

Dr. Cart T. NEtson: Could you describe the 
therapy in a little more detail? 

Dr. DantEL HYMAN: Twenty-five per cent 
salicylic acid in petrolatum was applied to the entire 
involved area, which was almost the size of a 
small grapefruit. This area was a granulomatous 
mass which did not respond to the previous therapy 
referred to in the protocol. After three days of 
use of the salicylic acid, cryotherapy was used, 
in the form of block dry ice applied with pressure 
until a white deep freeze was obtained. After the 
ice, 25% salicylic acid was again applied. This 
process seemed to loosen up the hairs so that they 
came out relatively easily and Dr. Kim, our resi- 
dent, was able to manually epilate. 

Dr. Cart T. Netson: How often did you give 
the treatment ? 

Dr. DantieL HyMaANn: Two series of treatments 
were given. The salicylic acid was used for about 
three days, following which the dry ice was applied 
and hairs manually epilated. 


Alopecia Areata Associated with Turner’s Syn- 
drome (Ovarian Dysgenesis). Presented by 
Dr. C. F. Post. 


From: The Vanderbilt Clinic and Presbyterian 
Hospital. 

The patient is an American girl, aged 7 years. 

Complaint: Loss of scalp hair—1l1 months’ dura- 
tion, 

History: This child has a history of multiple 
illnesses : 

1. When she was 3 months old, left nephrectomy 
was performed for a congenital anomaly of the 
kidney with secondary infection. 

2. She has frequent bouts of abdominal pain 
and constipation. 


3. She has chronic ear, nose, and throat infec- 
tions, 


4. Mental and physical development is delayed 
(I. Q. 75-95). 

5. The patient has poor speech and dentition. 

In 1955, the diagnosis of ovarian dysgenesis was 
suspected clinically and confirmed by cutaneous and 
gingival biopsies, which showed a male chromatin 
pattern. 

In April, 1956, loss of scalp hair was first noted, 
and this has continued, and so at the present time 
about 85% of her scalp hair has fallen out. 

Description: The child has the following physical 
findings of ovarian dysgenesis : 

1. She is-small for her age. 

2. She has a triangular shaped “fish-mouth,” 
with marked overbite, a small chin, and small 
cup-shaped pinnae. 

3. Her neck is webbed. This is more prominent 
on turning to the side. 

4. There is a wide carrying angle to the elbows. 

In addition, she has alopecia. The scalp is free 
of inflammation and all other signs of disease. 
Areas of hair loss have become confluent, and so 
most of the scalp is involved. No hair loss is to be 
seen elsewhere. 

Laboratory findings: The Mazzini was negative; 
old tuberculin 1:100 was negative; complete blood 
count and urinalysis were normal. 


Biopsies of skin and gingiva showed male 
chromatin pattern. 


Course: The patient was treated with five weekly 
applications of phenol, without reduction of hair 
loss. She has had one application of thorium X 
without change in her lesion. 


Discussion 


Dr. GERALD F. MAcHACEK: In Turner’s syn- 
drome in females, some of the stigmata would not 
appear ina child as young as this. On laparotomy, 
you find that the ovary is represented by what you 
might say is merely a primitive ridge, without 
any evidence of any Graafian follicles present. 
These persons are generally small and have a stocky 
build, with a shield-like chest. They have other 
stigmata: cataracts, strabismus, syndactylia. I do 
not know if in this case the alopecia present has 
anything to do with it. I do not know that the 
particular chromosomal pattern, which has also 
been described in leukocytes, is always necessary 
in the epithelium of the skin and mucous mem- 
branes. This is a moot but very interesting point. 
There is another type of syndrome, which is called 
Klinefelter’s syndrome, which confuses, but in fe- 
males the essential thing is the fact that at 
laparotomy no Graafian follicles are found. This 
is not dependent upon the pituitary, because there 
is an excess of follicle stimulating hormone as 
determined by adequate chemical means. I think 
the defect is definitely due to the maldevelopment 
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of the Graafian follicular anlage represented by 
the stroma cells alone. There are other deviations. 
These patients are not necessarily retarded 
mentally. Their libido may be normal, but they 
have amenorrhea, and the growth is retarded. 

Dr. ArtHurR B. Hyman: I would like to ask Dr. 
Machacek what the “normal” libido would be of a 
female person who had a male chromosomal 
pattern. 

Dr. Frank E. Cormra: What is being done 
with the patient in the endocrine clinic? One would 
get the impression that the alopecia may be due 
to unopposed action of some type of male hormone. 

Dr. Howarp T. BEHRMAN: Turner’s syndrome 
is a comparatively rare entity. I think that the 
basic features as represented by this patient sum 
up what we know about the disease. Usually the 
diagnosis is suspected on the basis of the peculiar 
web neck, which is not marked in this child. 
Persons who have the disease are all small. Their 
growth potential is limited and, of course, the 
ovarian agenesis leads to one of the sadder features 
of the condition, namely, sterility. They never 
develop any type of adequate female genital or 
gonadal apparatus. 

From a therapeutic standpoint the only thing 
that I know that has been done with some of these 
cases—and I say that they are rare and we see 
few of them—is that a few of them have been 
helped with estrogens. There has been some 
maturity of the female gonadal apparatus and even 
an indirect effect on the development and growth 
of the child. Of course this has to be given with 
extreme caution, particularly at this age level. 

As far as the alopecia is concerned, it is not 
usual to see alopecia in this type of case. The 
question arises as to whether we are not dealing 
with an alopecia areata which has a psychogenic 
component. Most of these children are low normals 
mentally, either mentally retarded or borderline 
cases, and the question is whether you don’t have 
the psychogenic and anxiety factors, etc., that go 
along with the usual alopecia areata that you may 
see at this age. Here, too, the question arises as 
to whether the alopecia itself may not also be 
helped by estrogens, which are sometimes used 
with a slight degree of success in these cases. 

Dr. GERALD F. MAcHAcEK: I forgot to mention 
that the breasts are poorly developed. The nipples 
may be very tiny, with practically no areola. The 
body hair may be scanty. A number of the cases 
reported were of fairly normal intelligence. From 
a perusal of the literature, it appears that the 
estrogens may bring on some estrus but it is 
really of no fundamental importance as far as 
therapy is concerned. 


Dr. C. F. Post: This youngster is not receiving 
any treatment from the endocrine clinic. Turner 
treated his original cases with pituitary gonado- 
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tropin without benefit. I feel that because alopecia 
areata has not been reported in association with 
Turner’s syndrome it probably is on a psychogenic 
basis. The youngster is out of school, I should 
judge, primarily because of emotional difficulties 
rather than because of physical difficulties. The 
syndrome as originally described consists of 
infantilism and web neck, and all these other 
features have been tacked on in the different cases 
that have been reported subsequently. 

Dr. ABRAHAM J. OrFuss: How many have been 
reported ? 

Dr. Post: Turner had about eight. A man 
named Ulrich in the German literature found 
Turner’s articles after the war, and he reported 
on another 10 or 12. 

Dr. ABRAHAM J. OrFuss: To what is the web 
neck due? Is it overgrowth of the platysma? 

Dr. Post: I don’t know. 


Lichen Sclerosus et Atrophicus Associated with 
Pasini’s Atrophoderma. Presented by Dz 
Pau. Gross. 


From: Vanderbilt Clinic and Presbyterian Hos- 
pital. 

The patient is a white Jewish man aged 62. 

Complaint: Persistent eruption on shoulders 
since 1954. 

History: In May, 1953, the patient was ad- 
mitted to the Bronx Veterans’ Administration 
Hospital, with complaints of generalized malaise, 
arthralgia, and other symptoms suggestive of 
dermatomyositis. Extensive laboratory evaluation 
including muscle biopsy supported. the diag- 
nosis of dermatomyositis. In March, 1954, 
he developed lesions on the upper back which were 
described as “morphea-like” and diagnosed as 
poikilodermatomyositis. These persisted and grew 
slowly to reach their present extent. He was 
admitted to the Bronx Veterans’ Administration 
Hospital again in 1955, at which time skin biopsy 
was suggestive of morphea. No evidence of active 
dermatomyositis was present at that time. The 
patient was presented to this Academy in 1955. 
Approximately one year ago the patient noted the 
gradual onset of asymptomatic brownish discolora- 
tion of the abdomen and lower back. Lesions 
gradually increased in size but later regressed 
somewhat. 

Description: The upper part of the back is 
covered by large confluent patches of whitish 
parchment-like skin, with festooned, fairly well 
demarcated borders. There is a hyperpigmented 
halo bordering these patches. Below the right 
scapula there are individual small, bluish-white, 
finely scaling, atrophic lesions. 

On the lower part of the back and on the 
abdominal wall there are several oval and round, 
brownish, slightly depressed, atrophic patches with 
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ill-defined borders. These lesions reveal no in- 
duration or scaling. In the lower lumbar area 
two of the brownish lesions have small areas of 
fine whitish atrophic scaling lesions. 

Laboratory examination: 1. A biopsy from the 
upper part of the back obtained by Dr. Hans Feld 
in 1955 was interpreted as probable lichen sclerosus 
et atrophicus. 

2. Biopsy of the upper back read at the Bronx 
Veterans’ Administration Hospital revealed sclero- 
derma. 

3. Biopsy from the upper part of the back taken 
in January, 1957, revealed an extremely thin 
hyperkeratotic epidermis. In the subepidermal 
cutis there appeared to be a sclerosis of the 
collagen, with focal infiltrations of mononuclear 
leukocytes. In none of the sections was there any 
change characteristic of lichen sclerosus. 

4. Biopsy from the lower part of the back re- 
vealed a slightly hyperkeratotic epidermis. The 
cutis was not remarkable. In these sections there 
was no evidence of lichen sclerosus. 


Discussion 


Dr. EuceNne T. Bernstein: The condition on 
the scapula and the upper trunk is lichen sclerosus 
or Csillag’s disease. There are two conditions. 
First, there is the lichen sclerosus or Csillag’s 
disease; on the lower back there is just a simple 
atrophoderma. 

I want to say something about anetoderma. In 
order to be accurate, I have just read Chargin 
and Silver’s original article (Arch. Dermat. & 
Syph. 24:236, 1931), and a distinction is drawn 
between anetoderma of Jadassohn or Schweninger- 
Buzzi and atrophoderma. Atrophoderma is a 
sequel of a preexisting condition. 

The atrophic conditions of the skin were studied 
first in 1891. Then in. 1910 Gppenheimer wrote a 
long monograph. Going through all the literature 
and biography I found many eponym-crowded des- 
ignations. I did not see Pasini. I saw many other 
Italian names like Palizzari, Nanta, Vignolo-Lutat, 
Pelagotti, etc., but I don’t see any real importance 
in adding Pasini’s eponym, because in my estima- 
tion we are dealing here with lichen sclerosus in 
association with atrophoderma, which might be a 
sequel of a preexisting lichen planus atrophicus 
or lichen albus, etc. They are all the same. Today 
we put them all in one basket. So I think that the 
diagnosis is lichen sclerosus, or Csillag’s disease, 
and atrophoderma as a sequel of the preexisting 
lichen sclerosus. 


Dr. Geratp F, MAcHAceEK: You think lichen 
atrophicus belongs to lichen planus? 

Dr. Eucene T. BerNnsTEIN: No. Lichen sclerosus 
and Csillag’s disease and lichen albus are synony- 
mous. 











Dr. ArtHuR B. HyMan: This patient has 
widespread lichen sclerosus et atrophicus. The 
very word “atrophicus” indicates that you can 
have what clinically becomes “atrophoderma.” I 
think that there was an associated scleroderma 
here. The association of scleroderma with lichen 
sclerosus is not at all uncommon, and there is good 
reason for thinking that the two conditions are 
related to each other, though probably not exactly 
the same. Pasini did describe something under 
the name of albopapuloid. As far as I remember, 
Dr. Gross, the condition was associated with 
epidermolysis bullosa, rather than lichen sclerosus 
et atrophicus. 

Dr. GERALD MACHACEK: May we not ask Dr. 
Victor Torres to tell us about the atrophoderma 
of Pasini? 

Dr. Cart T. Netson: The Chair has no ob- 
jection. Is there any objection to letting Dr. Torres 
have the privilege of the floor? The implication 
is that if Dr. Bernstein had read the Spanish litera- 
ture he would have found the reference to Pasini. 

Dr. Victor Torres: The first description of this 
condition was made by Agostino Pasini in the 
Italian Journal of Dermatology in 1923. It is 
my impression that it is not as rare as it might 
seem from its absence in our literature. Perhaps 
many cases of so-called atrophic scleroderma are 
in reality manifestations of this disease. Both the 
“pure” type, as originally presented, and mixed 
types, i. e€., cases in which atrophoderma was as- 
sociated with lichen sclerosus et atrophicus, typical 
morphea, or other conditions, have been discussed 
by the South American dermatologists, especially 
the Argentinians. 

This case represents a combination of typical 
lichen sclerosus et atrophicus of three years’ dura- 
tion and atrophodermic patches of one year’s 
duration, the latter appearing de novo, without 
any preceding or concurrent lichen sclerosus or 
induration in them. The histopathology from the 
two different types of lesions shows in one area 
lichen sclerosus et atrophicus and in the apparently 
atrophic patches almost nothing pathological. This 
is said to be “characteristic” of Pasini’s atropho- 
derma. 

Dr. GerALD F. Macuacexk: The histology is so 
disappointing. You see something clinically, but 
when you examine it histologically you find very 
little. 

Dr. Cart T. Netson: Did I understand you, 
Dr. Machacek, to indicate there really is not a 
pathologic change of consequence? 

Dr. GERALD F. M cHACEK: I did not want to say 
that; there was no pathologic change in the 
material which as presented to me. I think 
that this whole entity deserves a more careful 
consideration. I hate to think that we will add more 
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names to our nomenclature which will only ob- 
fuscate this whole thing more. 

Dr. Paut Gross: Dr, Torres has discussed the 
essential features of Pasini’s atrophoderma. This 
particular case is interesting because the atropho- 
derma is associated with lichen sclerosus, while 
other cases have occurred in connection with cir- 
cumscribed scleroderma. That the atrophoderma 
is primary and not a sequela of a preexisting lesion 
was well demonstrated, in this case, by a lesion 
in the lumbar region. This was an atrophic plaque 
in which there were three small papules of lichen 
sclerosus in the early stages of development. 


Epidermolysis Bullosa. Presented by Dr. MILTON 
SLOANE. 


From: The Vanderbilt Clinic and Presbyterian 
Hospital. 

The patient is a Negro woman aged 22. 

Complaint: A blistering eruption of the skin 
of six years’ duration and “watering” of the eyes 
of two years’ duration. 

History: The patient was well until 1950, when 
she awoke with many nonpainful, nonpruritic 
blisters over her joints. These became hemor- 
rhagic and then dried up over a 3 to 4 day period. 
These blisters continued to appear in similar 
“crops,” without any obvious relationship to food, 
drugs, menses, or other phenomena, except 
that she has noticed that rubbing her skin causes 
blisters to appear. The patient has been treated 
at other institutions with various medications (in- 
cluding corticosteroids) without improvement. 

In 1955 she noted the onset of “watering” of 
the eyes, which progressed to full-blown conjunc- 
tivitis within four months. Recently the eye lesions 
have been progressing rapidly, with resultant near- 
blindness. 

The patient also states that in 1956 she had 
for the first time experienced occasional painful 
lesions in the mouth. There is no significant 
family history. 

Description: Scattered over the trunk and 
extremities are numerous darkly pigmented macules 
1 to 3 cm. in diameter. These are covered by a 
thin, loosely adherent epidermis. Over certain 
areas, such as the knuckles and elbows, flaccid 
bullae are seen. Occasional milia are found but 
there are no genital or oral lesions. There are no 
significant changes of the nails. 

There is marked edema of the eyelids, with 
conjunctivitis and chemosis. Marked symblepharon 
can be seen. 

Laboratory findings: The following tests were 
negative or normal: complete blood count (except 
for a leukocytosis of 12,000), urinalysis, stool 
guaiac, sedimentation rate, urea nitrogen, cephalin 
flocculation, thymol turbidity, total protein 
and electrophoresis, serum protein partition, 
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Mazzini, chest x-ray and urine examination for 
porphobilinogen. Tuberculin test was positive in 
1:10,000 dilution. 

Biopsy: “In these sections of skin from the 
left upper arm examination revealed a hyper- 
pigmented atrophic and hyperkeratotic epidermis, 
The cutis was fibrous, extremely vascular, and 
was the site of a chronic inflammatory reaction 
Numerous chromatophores were present just be- 
neath the epidermis. There was also present a 
hair which was surrounded by a few giant cells,” 

Diagnosis: Atrophic melanotic scar and pilus 
incarnatus. 


Discussion 


Dr. GeorceE C. ANpREwS: It is very remarkable 
that a girl of 17 developed this disease and is so 
extremely sick. It is late to develop it at the 
age of 17. Most of these children have it from 
infancy. This has progressed very rapidly and is 
very severe now. It is an unusual case. 

Dr. FrepeRIcK ReEtss: I agree with Dr. Andrews, 
In connection with his remarks, I would like to ask 
the presenter whether porphyrin studies have been 
made. On questioning, the patient stated that dur- 
ing her stay in the Virgin Islands the lesions 
erupted severely, and I wonder whether a poly- 
morphous light eruption should not be considered. 
Some of the cases of epidermolysis bullosa turn 
out to belong to this group. I suggest that 
porphyrin studies be made. 

Dr. Cart T. Netson: The porphyrins were 
negative, Dr. Reiss. 

Dr. Heten O. CurtH: I believe that the fact 
that this condition started rather late in life would 
not speak against the possibility that we are 
dealing in this instance with a hereditary disease, 
This patient develops lesions following trauma, in 
warm weather, and. apparently spontaneously. 
The spontaneous appearance of blisters and 
the scarring speak in favor of the dystrophic 
form of this disease. 

I believe that the Eye Department made a 
diagnosis of ocular pemphigus, apparently on the 
basis of trichiasis and symblepharon. Epidermolysis 
bullosa may occur on the conjunctivae. We are 
dealing, therefore, not with essential shrinkage 
but with scarring as the end result of blisters. 

Dr. Cart T. NEtson: Your point is that suf- 
ficient damage can occur to the eyes in epidermo- 
lysis bullosa to give this degree of corneal scarring. 

Dr. CHARLES WoiF: I would like to say that 
in epidermolysis bullosa there are two types, the 
hereditary and the acquired. In the acquired type 
the destructive lesions are apt to occur very 
early after the first manifestation. This fits in 
with this particular history. 

Dr. Mitton SLoANE: In regard to the question 
about the relationship to light, we found no such 
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relationship, but there was a relationship to 
trauma, and we thought that it was a case of 
epidermolysis bullosa, acquired type. 


Actinomycosis. Presented by Dr. Roya M. 


MONTGOMERY, 


The patient, a 42-year-old male Negro, was 
admitted to the Dermatology Service of Roosevelt 
Hospital April 24, 1956, with a swollen right arm 
and multiple draining sinuses. 

He was presented at a meeting of the New 
York Academy of Medicine, Section of Derma- 
tology and Syphilology, on May 1, 1956. He is 
represented to show the results of therapy. 

The present illness started in 1953, on the 
medial aspect of the right hand, as a small abscess. 
About January, 1956, the infection involved the 
forearm and axilla. 

On admission the hand and arm were edematous 
and covered with numerous abscesses and draining 
sinuses. There was board-like edema in the right 
axilla, in the center of which was a draining sinus. 
Typical sulfur granules were present in the pus. 

Laboratory results: The typical ray fungus was 
seen in the pathological tissue. The anaerobic 
blood cultures grew colonies of Gram-positive 
non-acid-fast diphtheroids and some pleomorphic 
Gram-negative organisms. 

Treatment: After two weeks on 1,200,000 units 
of penicillin a day and 6 gm. of Gantrisin, the 
drainage stopped and the axillary lesion started 
to regress. Treatment continued in the clinic, with 
1,000,000 units of penicillin and 6 gm. of Gantrisin 
daily until June 29. The penicillin was then re- 
duced to 1,000,000 units three times weekly until 
Sept. 4. At this time the patient developed a new 
deep nodule on the forearm. He was then hospital- 
ized at the Bronx Veterans’ Administration Hos- 
pital, where he received a total of 24,000,000 units 
of penicillin (from 9/7/56 to 1/24/57) and 6 
gm. of Gantrisin daily. Now the edema is down, 
and the arm appears close to normal. There is 
tesidual scarring over the arm. At present he is 
taking 600,000 units of penicillin three times a 
week. 


Biopsy 27964: actinomycosis. 
Discussion 

Dr. Freperick Rerss: I understand that the 
Organism has been isolated, and I don’t know 
whether it has been identified. 

The localization is very unusual. One does not 
Often find the actinomycosis in this location. I 
would like to know whether this is an aerobic 
or anaerobic type. What were the results of the 
investigation ? 

Dr. Cart T. NEtson: The results quoted stated 
that a typical ray fungus was seen in the patho- 
logical tissue. The anaerobic blood cultures grew 





colonies of Gram-positive non-acid-fast diph- 


theroids and some pleomorphic Gram-negative 
organisms. Does that satisfy you? 

Dr. FrepericK Reiss: I would like to see more 
definite evidence that the organism was actinomyces 
bovis. 

Dr. Geracp F. MacuaceKk: It is true that this 
is a rare form. You might even call this maduro- 
mycosis of the upper extremity, but the only 
reason I have gotten up to say anything is that 
occasionally one is surprised. For instance, a 
lesion which was considered to be a cyst of the 
finger was presented to me which when cut was 
solid. It was an encapsulated lesion full of ray 
fungus. In that case no mycological examination 
could be done and no culture made. So occasionally 
this does occur in very peculiar forms. 

Dr. ABRAHAM J. Orruss: This is a case similar 
to one that Dr. George Lewis presented—I think 
it was before the Atlantic Dermatological Society 
in about 1941—of a man who always lived in the 
indigent home at Welfare Island and never left 
the Home, but during his work as a waiter he 
slipped on a wooden floor and his hand became 
full of splinters. As a result of that he developed 
chronic boggy draining abscesses which involved 
the soft tissue and bones and from which one of 
the species of Nocardia was isolated. I was struck 
by the similarity of that case to the one that we 
are seeing tonight, with the exception that the 
other one was more limited to the hand than to 
the forearm, as in this case. Dr. Lewis’s case 
was diagnosed as maduromycosis of the hand. 

Dr. Royat M. MontcomMery: The organism 
grew as an anaerobe. This, together with the 
histological appearance, is more or less incrimi- 
nating evidence that it is actinomyces bovis. This 
man was shown a year ago at our Section. Since 
then he has had active treatment, both at Roose- 
velt Hospital and at Bronx Veterans’ Administra- 
tion Hospital, and I presented him to show results 
of therapy. 


Sarcoidosis. Presented by Dr. GeRALD F, MAcCHA- 

CEK. 

From: The Vanderbilt Clinic and Presbyterian 
Hospital. 

The patient is a Negro man aged 40 (born in 
Virginia). 

History: This patient was first seen by us in 
1950, at which time he complained of a generalized 
pruritic eruption. He stated that he was well until 
1943, when he developed a few cutaneous lesions 
after ingestion of Atabrine while on army duty 
in Africa. When seen in 1950 he had widespread 
lichenified pigmented plaques. The clinical picture 
resembled an Atabrine dermatitis. The patient did 
not return to the clinic until 1954, when he suffered 
an exacerbation of severe pruritus. At that time, 
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he had lichenified plaques suggestive of mycosis 
fungoides. A biopsy, however, revealed sarcoidosis, 
and this diagnosis was confirmed by other tests. 

Description: There are widespread lichenified 
hyper- and hypopigmented plaques in many of 
which, especially in those on the neck and upper 
trunk, there appear grouped, violaceous, finely 
papular lesions. 

Laboratory Findings: Intracutaneous tests with 
old tuberculin (1:10,000, 1:1000, and 1:100) were 
negative. Kveim test was positive. Roentgeno- 
gram of chest revealed hilar lymphadenopathy on 
repeated examinations. Roentgenogram of hands 
was negative. Albumin was 4 mg. per 100 cc. 
globulin was 2.1 mg. per 100 cc. Erythrocyte 
sedimentation rate was normal. Serologic test 
for syphilis was negative. Complete blood count 
was normal. Fungus cultures were negative. Blood 
arsenic determination was negative (1950). 

Biopsies: (4/4/50) Hyperpigmented skin 
(superficial fungus infection?) ; (4/2/54) sarcoid. 

Course: The patient has pruritus, which is 
kept under control with topical preparations. 
Several papular lesions on his face and neck have 
been injected with Meticortelone suspension (25 
mg. per cubic centimeter) for cosmetic reasons. 


Discussion 


Dr. GerorceE C. ANprEws: The question is 
whether the Atabrine that he had in the Army, 
followed by Atabrine dermatitis, had anything to 
do with his present eruption. Apparently sarcoid- 
like lesions can be caused by so many different 
factors. We know that those lichenoid eruptions 
from Atabrine were severe and that he had a bad 
time of it. So I think that this may not be sarcoid- 
osis itself but perhaps sarcoid-like eruption which 
was brought on by a drug given him many years 
ago. Examination microscopically for Atabrine 
crystals might be interesting. 

Dr. LestieE P. BARKER: Did this patient have 
lung and bone lesions? If so, it would not be 
consistent with a drug eruption. 

Dr. Paut Gross: I am wondering whether the 
diffuse eruption which this patient apparently had 
originally might have represented the erythrodermic 
type of sarcoidosis. 

Dr. GERALD F, MACHACEK: We have a report of 
a biopsy from 14 years ago. I do not recall 
the exact wording of that but it showed nothing 
that resembled a granuloma. After all, I cannot 
argue that something is not so, but I would have 
grave doubts about Atabrine having been re- 
sponsible for this after such a long period of 
time. In the numerous sections of the various 
types of Atabrine dermatitis which I have 
examined, I never saw any evidence of the gran- 
ulomatous reaction. I think that from the evidence 
we have here, it is a peculiar case of sarcoidosis. 
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The patient had a terrific Kveim reaction, to the 
point where there was a remarkable, histologically 
speaking, mass of coagulation necrosis around the 
granuloma. I presume that it was positive, but I 
felt that I should merely report it objectively and 
say that he had a granulomatous response, with 
some evidence of foreign-body reaction. So | 
could not make the categorical statement that the 
Kveim was positive. Whatever sarcoidosis is, and 
I realize that sarcoidosis can be caused by many 
things—silica, beryllium, syphilis, and in the lungs 
I suppose by Behcet’s disease—I believe that this 
is sarcoidosis. 


Scleroderma (Circumscribed). Presented by Dr 
Leo SCHWEICH. 


From: The Vanderbilt Clinic. 

The patient is a white man aged 36. 

Complaint: Stiffness and tightening of the skin 
in the left groin, thigh, and leg of three years’ 
duration. 

History: In the fall of 1953 the patient developed 
a plaque of tight indurated violaceous skin in the 
left groin. Within two months there was progres- 
sion of the lesion involving the inner aspect of 
the thigh and the upper third of the leg in a 
band-like distribution. .The lesions have been 
essentially asymptomatic save for a sensation of 
tightnéss. X-ray therapy given at that time did 
not show any improvement. Biopsy in 1954 re- 
vealed scleroderma. There is a negative history 
of trauma. 

Description: On first admission there was a 
discrete irregularly defined flat plaque, 8 by 6 cm. 
in diameter, of oval shape located in the left 
groin and extending to the anterior and medial 
aspect of the left thigh. The surface appeared 
smooth and shiny and showed white to ivory 
color. In part the plaque was surrounded by a 
violaceous zone. There was also some pigmenta- 
tion, some telangiectasia, and minimal atrophy. 
Within the patch the elasticity of the skin was lost; 
it felt firm and indurated; there was no tender- 
ness. No sensory changes were demonstrable. A 
similar, but narrower, band-like lesion (4 by 9 cm. 
in diameter) was seen on the inner aspect of the 
leg, following the longitudinal axis of this ex- 
tremity. 

Laboratory examinations: All examinations, 
including serological tests, were within normal 
limits. 

Treatment: Patient received 15 applications of 
thorium X (in alcohol), 150 mc. every two weeks. 
The lesions have become softer and more pliable 
under this therapy. 


Discussion 


Dr. Hans H. Brperste1n: I would like to 
direct the attention to the good results you can 
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accomplish in circumscribed scleroderma with 
thorium X. We have used this modality for more 
than 20 years, preferably the thorium X ointment. 
You may get a local reaction. With and without 
this reaction you can accomplish very good involu- 
tion of the lesions, as a rule better than with 
anything else which I have seen in my dermatologic 
life. 

Dr. MABEL G. SILVERBERG: I saw some of the 
same cases that Dr. Biberstein saw. The results 
were very good in some cases. 

Dr. Leo ScHweicH: There is not much of 
interest that I could add to the detailed description 
given and the ensuing discussion. This patient 
was presented chiefly ‘to demonstrate the 
favorable result following treatment with thorium 
X in an extensive case of band-like scleroderma 
of three years’ duration, leaving no atrophy or 
any other sequelae. I might also mention that 
this patient had been treated previously with x-ray, 
vitamin E externally and orally, and bismuth, 
without benefit. 
C 


Xanth Presented by Dr. J. Lowry MILER. 
(Previously presented before the New York Dermato- 
logical Society.) 

Warty Epidermal Nevus Successfully Treated with Solid 
COz. Presented by Dr. Grorce C. ANDREWS. 












Congenital Syphilis—Hypopituitarism. Presented by Dr. 
Dazsnry Moon ApDAmMs. 

Lichen Planopilaris. Presented by Dr. Lestiz P. BARKER. 

Lichen Sclerosus et Atrophicus? or Scleroderma Guttata? 


and Linear Scleroderma. Presented by Dr. Heren O. 


CurtTH. 

Recurrent Herpes Simplex and Erythema Multiforme. 
Presented by Dr. Heten O. Curt. 

Reticulosis Cutis (Nor hol ic) (J Xan- 





thoma). Presented by Dr. Witt1am CurTH. 

Mycosis Fungoides. Presented by Dr. AntHony N. 
Domonxos. (Previously presented April 3, 1956. Pre- 
sented now to show effects of cathode-ray therapy one 
year after treatment.) 

Lichen Sclerosus et Atrophicus Associated with Pasini’s 
Atrophod Pr ted by Dr. Paut Gross. 

Parapsoriasis Guttata with Lesions of Parapsoriasis Vario- 
liformis. Presented by Dr. Paut Gross. 

Case for Diagnosis: Pseud phoderma 
sented by Dr. Beatrice M. KEsten. 

Aecrosclerosis. Presented by Dr. F. Puuzip LOwENFIsH. 

Case for Diagnosis: Chronie Lichenified Neurodermatitis? 
Presented by Dr. Roya M. MontcomeEry. 

Leg Uleers and Purpura A jiated with Cryoglobuli i 
Presented by Dr. Cart T. NELson. 





Coli? Pre- 











Pyoderma Gang Ss dary to Proteus Infection. 
Presented by Dr. Cuartzes F. Post. 
Longitudinal Pi i of the Fingernails. Nevus 





Stri Sy ri Unguium? Presented by Dr. LEo 
ScHWEICH. 


Boeck’s Sarcoid, with Pulmonary and Cutaneous Involve- 
Presented by Dr. Mryer H. SiatKIn. 
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May 7, 1957 


Xanthelasma with Hemosiderin Deposits 
(Hemochromatosis?). Presented by Dr. MARK 
Marctano (for Dr. Douctas Torre). 


From: New York Hospital. 

Duration: 5 years. 

History: A 64-year-old white printer was first 
seen on April 8, 1957, with the chief complaint 
of dark colored lesions about the eyes. He stated 
that these began appearing about five years ago 
and gradually increased in size and number. 

Past history reveals that, in 1947 the patient was 
noted to have anemia and leukopenia following 
the treatment of a viral pneumonia with penicillin 
and sulfonamide. He also received sulfonamide in 
1948 for a prostatectomy and bladder stone. In 
1950 he received penicillin and Aureomycin for a 
cold. 

Blood count: Hemoglobin, 
2,700,000; WBC, 1700. 

Sternal marrow biopsy was diagnosed as hypo- 
plastic with lymphocytic infiltration. 

Blood chemistries: blood sugar, 111 mg. per 
100 cc.; bilirubin (total), 0.8 mg. per 100 cc.; 
cholesterol, 127 mg. per 100 cc.; thymol turbidity, 
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7.6 gm.; RBC, 





5 units; cephalin flocculation, 12 units. Sulfo- 
bromophthalein, 11.5% retention. Coombs’ test, 
negative. Glucose tolerance test showed a rise in 
blood sugar to 219 mg. per 100 cc. in one hour, 
with a fall to only 197 mg. per 100 cc. in three 
hours, associated with a 4+ sugar in the urine 
in the second and third hours. 

The spleen was palpable. The patient received 
many blood transfusions, and in 1952 blood values 
were essentially normal. It was at this time, how- 
ever, that the pigmented spots about the eyes were 
first noted. 

In 1954, the spleen size again increased, to its 
present extent, and a marrow aspiration showed 
the same degree of hypoplasia present in 1950. 

It was the feeling that the patient has a hypo- 
plastic marrow, with reduction of all elements in 
the peripheral smear, with the spleen the site of 
extramedullary blood formation. This theory is 
supported by the evidence that the spleen decreased 
in size at the time that the peripheral count was 
most satisfactory and that it has been increasing 
in size recently when anemia has again intervened. 
The peripheral blood examination does not show 
the classical features of this syndrome, however, 
in that only rarely have erythroid nucleated cells 
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been seen and only rarely have blasts been seen. 
Both of these are characteristic of the classical 
myeloid metaplasia of the spleen. 

Examination: Physical examination revealed 
plaque-like lesions almost covering the upper and 
lower lids. The color of most lesions is dark 
brownish-black. Some areas are yellowish. 

Laboratory examinations: Blood count: Hemo- 
globin, 12.2 gm.; RBC, 3,700,000; WBC, 11,000; 
band, 2%; adult polymorphonuclear leukocytes, 
15%; small lymphocytes, 82%; monocytes, 1%; 
eosinophils, 0; basophils, 0; platelets, decreased on 
smear. Several small young lymphocytes were 
noted. Anisocytosis, 3-++. Poikilocytosis, 1-+. 
Cholesterol, 160 mg. per 100 cc. Bone marrow 
aspiration: myeloid elements 10%, erythroid ele- 
ments 5.8%, and the rest lymphocytic. Marrow 
again was markedly hypoplastic. 

Biopsy: The epidermis is thin and flat. In the 
upper cutis there are large clumps of brown pig- 
ment. Many of these pigment deposits appear to 
be in circular (probably giant-cell) arrangement. 
In the deeper cutis numerous foam cells are 
present. Cystic sweat glands are present. Perl’s 
stain: Strongly positive for hemosiderin. Diag- 
nosis: Xanthoma with hemosiderin. 

Treatment: The upper right eyelid has been 
treated with trichloroacetic acid. 

Discussion 

Dr. Douctas Torre: Why the patient had the 
hemosiderin pigmentation in the xanthelasma and 
not elsewhere was the puzzle. He has been fol- 
lowed by a competent internist over a period of 
years for hypochromic anemia, aplastic anemia, 
and leukocytosis. He had a diabetic glucose toler- 
ance test without evidence of frank diabetes. 
He has some evidence of liver damage without a 
palpable liver as is usually seen in hemochroma- 
tosis. There is no pigmentation other than in the 
xanthelasma. It is our feeling that the hemo- 
siderosis of the xantholasmic area is possibly due 
to the number of transfusions he _ received 
previously for anemia. 

Dr. Irvinc ABRAHAMS: I would like to ask 
whether the serum iron was done. 

Dr. Mark Marciano: It was not done. That 
is the next test we would like to perform, together 
with a liver biopsy. 

Dr. ArtHuR B. Hyman: I do not remember 
seeing lamp-black xanthelasma before. The 
deep color struck most of us, though xanthelasmas 
are commionly associated with “black rings” 
around the eyes. In view of the finding of hemo- 
siderin in this case, it might be worth wiiile stain- 
ing for hemosiderin in tissue from the “black 
rings” associated with xanthelasma to see if it is 
found with any regularity. Maybe it is present. 
We have not looked for it. 
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Hand-Schiiller-Christian Disease with Xan. 
thoma Disseminatum. Presented by Dr. Wui- 
LIAM LAVETTE. 


From: Vanderbilt Clinic and Presbyterian Hos- 
pital. 

Patient: A white boy aged 12%. 

Complaint: Generalized eruption of trunk and 
extremities of two years’ duration. 

History: Patient first developed reddish-orange 
nodular lesions on trunk in spring of 1955. In 
May, 1955, he developed pain in his right knee 
and had associated limping. He also had, about 
this time, complaints of polydipsia and polyuria, 
drinking six quarts of water daily, with associated 
polyuria and thirst immediately after drinking. 
There was some weight loss—approximately 10 Ib, 
over a three month period. Patient was admitted 
to Presbyterian Hospital the first time in Sep- 
tember, 1955, for a thorough study. A diagnosis 
of Hand-Schiller-Christian syndrome was made 
on the basis of diabetes insipidus, exophthalmos, 
bone defects, and skin lesions. . 

Description: The entire integument has a faint 
yellowish hue. There is an extensive nodular 
eruption over the trunk and extremities, favoring 
the flexor areas and consisting of lesions varying 
in size from 1 to 3 mm. There is a tendency 
toward confluence in the axillae and groins. Many 
of the lesions have a telangiectatic element to 
them. 

Laboratory: Roentgenograms of the pelvis reveal 
destructive lesions in the right innominate bone 
and in the left femur. Erythrocyte sedimentation 
rate, 50 mm. in one hour. Urinalysis, negative, 
save for specific gravity, 1.004. Roentgenograms 


of dorsal and lumbar spine and skull, negative. 


CBC, normal. EKG, normal. NPN, 25 mg. per 
100 cc. FBS, 100 mg. per 100 cc. Serum choles- 
terol, 259 mg. per 100:cc. Serum phosphatase, 
7.2 Bodansky units. Serum phosphorus, 4.8 mg. 
per 100 cc. Calcium, 10.8 mg. per 100 cc. Serum 
electrolytes, normal. Visual fields, negative. Spinal 
fluid examination, negative. 

Biopsy: The upper cutis reveals massive infiltra- 
tion of large cells, the nuclei of which are large 
and vesicular and contain prominent nucleoli. 
Some of these cells have a cytoplasm which is 
homogeneous and eosirphilic. Other cells are pale 
and vacuolated. Sudan III stains revealed oc- 
casional cells with fatty inclusions. 

Diagnosis: reticuloendotheliosis. 

Course: Patient received Pitressin, %4 tablet 
twice daily by nasal insufflation, and this controlled 
symptoms of diabetes very well. On second ad- 
mission, repeat roentgenograms revealed only 


minimal healing of the left femoral lesion and 
no change in the lesion of the right innominate 
bone. A new lesion was found in the left humeral 
shaft. Patient received 300 r to the affected bone 
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lesions and was discharged in February, 1956. 
Skin lesions remained unchanged. 
In March, 1956, patient developed some anemia, 
with a hemoglobin of 10.2 gm. per 100 cc., elevated 
sedimentation rate of 80 mm. in one hour, and 
a weight loss of 10 lb. Diabetes remained con- 
trolled. Skull roentgenograms in June, 1956, re- 
vealed an oval density in the right parietal bone 
consistent with Hand-Schiiller-Christian syndrome. 
Patient was again readmitted in July, 1956, for 
increasing complaints of weight loss, anorexia, and 
bone tenderness. He was treated with 40 mg. pred- 
nisone daily, which ‘was gradually diminished over 
a 10-day period, and he was discharged when the 
dosage was 10 mg. daily. Patient did well on this 
therapy and had a resolution of his complaints and 
a decrease in the sedimentation rate to 17 mm. in 
one hour. Cholesterol and visual fields were nor- 
mal. The polydipsia and polyuria remained con- 
trolled with Pitressin administered by nasal 
insufflation. The dosage of prednisone was de- 
creased to 2.5 mg. every other day. Patient was 
admitted to the hospital for the fourth time in 
November, 1956, with complaints of weakness, 
weight loss, bone pain, and blurring of vision. 
Funduscopic examination revealed bilateral papil- 
ledema and scattered punctate and flame-shaped 
hemorrhages. Since the spinal fluid examination, 
pneumoencephalograms, and ventriculograms 
were normal, it was felt that the eye findings were 
due to invasion of the optic nerve and retina by 
the xanthomatous lesions. Roentgenograms of the 
thorax revealed a new lesion in the eighth rib. 
Patient received 700 r to the eyes, and his vision 
improved considerably. Patient presently is re- 
ceiving 1.25 mg. prednisone daily and Pitressin 
insufflation two to three times daily. There has 
been no change in the lesions of the skin. In addi- 
tion he is receiving 25 mg. of Thorazine daily. 


Discussion 


Dr. Victor H. Witten: I have two questions. 
First, was there any correlation between the num- 
ber of lesions and the control or lack of control 
of his diabetes? Second, I saw a value for blood 
cholesterol; was one given for the lipids? 

Dr. Maser G. SILVERBERG: I want to ask 
whether this is not a little bit late for the symp- 
toms of Hand-Schiiller-Christian disease to ap- 
pear? Is it unusual to have them appear at 12 
years of age? In the cases that I have seen the 
first signs of Hand-Schiiller-Christian disease ap- 
peared earlier. 

Dr. Witu1AM Lavette: The bone lesions de- 
veloped secondary to the disseminated xanthomas, 
and the diabetes insipidus followed shortly there- 
after. He had three destructive lesions in the 
acetabulum and one in the left femur. 


The diabetes insipidus developed rapidly and was 
uncontrollable until Pitressin was given by intra- 
nasal insufflation. No new bone lesions have de- 
veloped since the onset of the disease. 


No serum lipid examination was done; only 
cholesterol studies were made. 


As far as this developing at 12 years of age, 
this is quite commonly seen in this type. The 
classification of reticuloendotheliosis is divided 
into three different clinical types: (1) eosinophilic 
granuloma of bone, (2) Hand-Schiiller-Christian 
disease, and (3) Letterer-Siwe disease. This last 
type is found in infants and is more rapidly fatal. 
This case was interesting because it showed the 
classic triad of diabetes insipidus, exophthalmos, 
and skull defects, even though the last developed 
much later in the course of the disease. The other 
interesting feature, from the dermatologic point 
of view, was the xanthoma disseminatum, which, 
according to various investigators, occurs in about 
30% of the cases. 

Recurrent Bullous Eruption. Hypersensitivity to Sulfa- 


pyridine. Presented by Dr. W. Woop (by invitation) 
and Dr. Davin Broom. 

Tuberculoderm? Angiolupoid? Scrofuloderma of the Neck. 
Presented by Dr. Micnazt McFappen. 

Reticul Cell S Presented by Dr. O. CANIZARES 
(for Dr. Emitio F. Tritra). 

Lichen Planus Disseminata. Bowen’s Disease. Presented 
by Dr. A. Orruss and Dr. M. Kaun (by invitation). 

Ad Seb to Be Treated by Dermabrasion. 
Presented by Dr. JosepH N. Aaron. 











Gr Di » Etiology Unknown (Serofuloderma 
or Sarcoidosis). Presented by Dr. JosepH N. AARON. 
Mycosis Fungoides—Two Months after Cathode-Ray 


Therapy. Presented by Dr. JosepH N. Aaron. 
Plaque-Type Sun Sensitivity or Discoid Lupus Erythema- 
tosus (in a 3-Year-Old Child). Presented by Dr. Joszrx 
N. Aaron. 
Poikiloderma (Early Premycotie Mycosis 
Presented by Dr. Irvinc ABRAHAMS. 
Sarcoidosis. Presented by Dr. WiLL1AM ANDERSON. 
Caleinosis Cutis. Presented by Dr. Witt1am Burrovcus. 
Hereditary H rrhagi: Telangi i (Rendu-Osler- 
Weber Syndrome). Presented by Dr. Witt1am Bur- 


Fungoides ?). 








ROUGHS, 

Pyoderma Gangr >». A jiated with Rheumatoid 
Arthritis. Presented by Dr. Witt1am Burrovcus. 

Sarcoidosis. Presented by Dr. Wi1Lt1am Burroucus, 


Kyrle’s Disease? Presented by Dr. G. R. Frotow. 

Case for Diagnosis: Tuberculosis of the Skin and Mucous 
Membranes? Pathergie Gr I is? GC 1 of 
Unknown: Etiology? Presented by Dr. Isatan Gross. 

Lichen Planus? Lichen Planus-like Drug Eruption? 
Presented by Dr. C. Jourpatn (by invitation) and Dr. 
Witriam Drrecror. 

Bullous Eruption P. 


T. et. Herp se 








d for Di is: Pemphigus? 
is? Presented by Dr. MicHAEL 





McFappen. 
Chronic Diseoid Lupus Erythematosus with Adjacent Area 
of Alopecia Areata. Presented by Dr. MarK MARCIANO. 
Steatocystoma Multiplex. Presented by Dr. Paut MEYER. 
Erythema Multiforme Bullosum (Erythema Multiforme 
Pemphigoides). Presented by Dr. RoyaL MontTGOMERY 
(for Dr. Joonc Kwan Kim). 
Coccidioidomycosis. Presented by Dr. A. Orruss and 


Dr. P. MICHAELIDEs. 
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May 21, 1957 


Dermatomyositis. Presented by Dr. Cart T. NEL- 
SON. 


A white boy aged 15 is presented from the 
Columbia-Presbyterian Medical Center with 
dermatitis, muscular weakness, and joint pains of 
two years’ duration. 

The patient has had various manifestations of 
allergy since the age of 5 months, when atopic 
dermatitis developed. This was later followed by 
bouts of allergic rhinitis and bronchitis, as well 
as sporadic recurrences of the dermatitis. Sen- 
sitivity to animal dander, chocolate, eggs, and 
wheat was established. 

In December, 1954, an erythematous, slightly 
scaly, and mildly pruritic eruption appeared on the 
face, arms, shoulders, knees, and elbows. Joint 
pain and some swelling were noted. In the spring 
of 1955 weakness of the legs and arms and tender- 
ness of several muscle groups developed. Therapy 
with Meticorten, 5 mg. daily, brought resolution 
of the joint pain and swelling but had no apparent 
effect on the eruption. Weakness increased, neces- 
sitating admission to the Neurological Institute in 
March, 1956. At that time pronounced muscular 
weakness and atrophy and an eruption typical of 
dermatomyositis were noted. 

Extensive laboratory evaluation was remarkably 
unrevealing. Blood cell counts and urinalysis were 
normal. The erythrocyte sedimentation rate was 
15 mm. in one hour. The serum proteins were 
normal, and nonprotein nitrogen was 23 mg. per 
100 cc. L. E. preparations were negative. Ex- 
amination of the spinal fluid and a roentgenogram 
of the chest were normal. Biopsies of the skin and 
muscle showed no abnormalities. 

Therapy with Meticorten (5 mg. daily) was 
continued, and the patient’s condition remained 
static for the ensuing year. He was able to move 
about without difficulty and responded to physical 
therapy but was unable to attend school. In March, 
1957, the dosage of Meticorten was lowered to 2.5 
mg. daily. About three weeks later the patient 
developed persistent headaches followed by fre- 
quent episodes of nausea and vomiting. The latter 
symptoms persisted, and mild dehydration ensued. 
Readmission to the Neurological Institute was 
necessary on April 29. Examination showed no 
essential change in the eruption and muscular 
atrophy. No joint pain or tenderness were present. 

The hemoglobin was 16.7 gm.; white blood cell 
count was 8000, with polymorphonuclear leukocytes 
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48, lymphocytes 48, monocytes 3, and eosinophils 1, 
Urinalysis was normal, with creatinine 375 mg. and 
creatine 24 mg. in 24 hours. Fasting blood sugar 
and nonprotein nitrogen were 85 mg. and 33 mg 
per 100 cc, respectively. An electromyogram 
showed polymyositis. Muscle biopsy revealed 
myositis with perivascular lymphocytic infiltration, 

The patient’s hospital course was uneventful, 
and no fever was noted. Meticorten was given in 
increased dosage (30 mg. daily, initially, and then 
lowered in 10 days to 15 mg. daily). There has 
been gradual improvement but incomplete resolution 
of headaches. Vomiting has stopped. The cutaneous 
eruption has remained unchanged. 


Discussion 


Dr. Eucene F. Traus: I remember having had 
the management of only one or two of these cases, 
but an impression we received, at least in one case, 
was that the disease ran a more or less self-limited 
course. It was found that the therapy prescribed 
had not been followed. I wonder how we can 
evaluate therapy. 

Dr. Frank C. Comes: I do not think that any 
of us have had much experience with dermato- 
myositis. It is interesting that this boy started with 
atopic dermatitis. Is it possible that there is a | 
pathogenic relationship between these diseases? It 
seems rather ridiculous; however, many allergists § 
interpret both atopic dermatitis and dermato- 
myositis as bacterids—allergies to some remote 
bacterial infection. The other collagen diseases 
possibly may be explained on this basis. Spon- 
taneous improvement makes it difficult to evaluate 
any remedy. 

Dr. Wicpert Sacus: I have seen a few cases 
in which the course was rapid and fatal. I don’t 
believe that a positive diagnosis has been established 
in this case as yet, but I would accept it as a 
tentative diagnosis as I have no better to offer. I 
have had no experience with steroids in this disease. 

Dr. Paut Gross (by invitation) : I imagine that 
the discussion about spontaneous involution con- 
cerns only the subacute and chronic forms of the 
disease. Of course we all know the outcome in the 
acute form. This patient has the chronic type. He 
has longitudinal dilated capillaries around the nails, 
lesions around the elbows, etc., and so the diagnosis 
is established clinically. I think that all these 
patients deserve some form of therapy. We must 
try to bring the process to a stop. 





SOCIETY TRANSACTIONS 


Dr. Joun W. Doucuerty: Dr. Sheard at New 
York Hospital has had some traffic with this dis- 
ease, and he is convinced that there is some re- 
lationship with cancer in a good percentage of 
cases. He will go so far as to say that a laparotomy 
is indicated, though probably not in a 15-year-old 
boy. 

Dr. Leste P, Barker: I agree with Dr. 
Dougherty that dermatomyositis is frequently, but 
by no means always, associated with malignancy. 
One private patient of mine with dermatomyositis 
following recurrent carcinoma of the breast gained 
weight and strength rapidly after vitamin E 
therapy. ‘ 

Dr. Georce C. ANpREWS: Do those statistics 
apply to children as well as to adults? I did not 
know that any children with dermatomyositis had 
been affected with carcinoma also. 

Dr. GeorceE M. Lewis: There is some doubt 
that creatine and creatinine studies are useful in 
the differentiation of this disease from other 
degenerative disorders, and I think that Dr. 
Nelson’s case shows the difficulty of confirming 
such a diagnosis by laboratory methods. Such 
studies may support the impression but they are 
not diagnostic in themselves. 

Dr. GERALD F. MACHACEK: We should try to 
fathom the etiology of these cases. I think that 
there is enough in the histology to support a diag- 
nosis of myositis, although it is not very pro- 
nounced. That these cases are self-limited we 
know. 


Dr. Cart T. Netson: Dr. Lewis’s point about 
the questionable value of creatine and creatinine 
studies in dermatomyositis is certainly well taken. 
From the protocol of the case you will see that 
the values are within normal limits. I think that 
most of us would agree that this patient has 
dermatomyositis clinically. Dr. Machacek thought 
that although the findings on the first biopsies were 
inconclusive the second showed enough myositis 
to confirm the diagnosis. It is extremely difficult 
to evaluate therapy in dermatomyositis. Most of us 
think that corticosteroids are of benefit, as they 
seem to have been in this case. Dr. Combes’ point 
about the relationship of the preceding atopic 
dermatitis to dermatomyositis excited some com- 
ment at the clinic. However, we couldn’t uncover 
any cases of intrinsic allergic eczema associated 
with dermatomyositis. 


If you believe statistics, you would expect 
children with dermatomyositis to do relatively well. 
About half the cases in children undergo resolution 


eventually. The chance of recovery in adults is 
much less. As far as the relationship to malignancy 
is concerned, I agree with Dr. Andrews that we 
have not seen cancer associated with dermato- 
myositis in children. In adults it is another problem, 


of course. In our cases the association has been 
almost entirely in women. 


A Case for Diagnosis: Dermatitis Factitia; 
Vasculitis? Presented by Dr. Grorce M. Lewis. 


A woman aged 44 has had an eruption on her 
legs for four years. There has never been any 
itching, and no other part of the body has been 
involved. The lesion is said to begin with erythema, 
foliowing which a crust develops. In time this is 
shed, leaving a scar. New lesions are sometimes 
sensitive to touch. Prior to the onset the patient 
received a severe emotional shock. She also 
notices that there is much more tendency toward 
exacerbation while she is under tension. She is on 
her feet a great deal. Before the onset of the 
eruption her legs were exposed to the heat from 
stoves while she was working in a restaurant 
kitchen. The drug history is relatively negative, 
since the medicines she takes have all been on 
prescription, and she has taken no drugs since the 
eruption developed. 

There is a symmetric reticulated erythematous 
and, at times, purpuric eruption, interspersed with 
areas of atrophy, involving the legs below the 
knees. There are many small angulated crusts. 
Extensive laboratory studies failed to show any 
deviation from the normal. Biopsy specimen from 
the left leg in an area considered typical showed 
the epidermis to be intact. Dense fibrous tissue 
was present in the upper cutis, with increased 
formation of blood vessels, many of which showed 
degenerative changes and occlusion of the lumen. 
The inflammatory reaction was minimal. The 
diagnosis was vasculitis and scar tissue. 


Discussion 


Dr. JonN W. GRAHAM: I feel the factitial 
element here is very marked, and I am unable to 
classify it any other way. It would be interesting 
to put the patient to bed with an occlusive dressing 
and see what would happen. 

Dr. WILBERT SACHS: If this slide is representa- 
tive of the eruption on the extremities, and I 
believe that it is, we could definitely rule out 
dermatitis factitia or erythema ab igne. The patient 
has a definite vasculitis. Her cardiorenal system 
should be investigated. I think that she is heading 
for trouble with either her heart or kidneys. 

Dr. Paut Gross (by invitation): No doubt 
there is a certain amount of superimposed factitial 
dermatitis, but there are other lesions consisting 
of localized livedo, petechiae, atrophy, and ulcera- 
tions suggestive of small infarcts. This is a picture 
comparable to livedo reticularis with summer or 
winter ulcerations. 


Dr. Leste P. BarKer: I think that this patient 
has a definite vasculitis. There is livedo, pigmenta- 
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tion, and necrotic areas with crusting. The patient 
says that there is no itching, but there are several 
lesions that appear to be factitial. 

Dr. Witpert SACHS: There are definite thrombi 
in these lesions; the vessels are all closed off. 

Dr. Cart T. NEtson: From these clinical find- 
ings and from the description of the histologic 
picture I feel that investigations for the possible 
presence of abnormal serum globulins should be 
carried out. 

Dr. J. Lowry Mutter: I have been interested 
in these cases of vasculitis. Each one is different 
in some way, but all have a common background. 
The legs are generally the first areas to be in- 
volved; subsequently the abdomen and trunk may 
be affected in some cases. The histology always 
shows vasculitis with thrombi, etc. Some cases 
show an unusual finding—they clear up when: the 
patient is running a fever. I wonder whether 
this patient has run a fever, and, if so, whether 
there was improvement at that time. I think that 
more research should be carried out along that 
line. 

Dr. EuGene F. Traus: If I had been asked to 
open the discussion on this patient, I would have 
said that the one diagnosis that could be excluded 
was dermatitis factitia, and so I was rather amused 
to find so many who think that is a factor in this 
case. I have seen quite a number of these patients. 
I have always tried to prove that the eruption was 
due to a drug—in other words, dermatitis medica- 
mentosa—but I have not been very successful, 
though in some patients I have gotten a dubious 
drug history. As the eruption frequently appears 
in crops, I have thought that it might be an 
embolic process. It is purely a symptom or patho- 
logic end-process of some toxic. cause yet to be 
found. I have had vascular men like Duryea or 
Wright study these patients, and in not a single 
instance have I had help. I think Dr. Sachs’ sug- 
gestion that this might be a cardiovascular process 
with some sort of embolic phenomenon seems to 
be the best explanation. Whether it can be proved 
is another question. I have not been able to prove 
it in a single instance. 

Dr. Franx C. Combes: I agree in part with the 
diagnosis as presented. There are many things 
substantiating an artificial factor. One is that the 
eruption does not itch. In apparently healthy areas 
the patient has well-defined atrophic macules, the 
sites of digging with her fingernails. One feature 
negating dermatitis factitia is that there are 
numerous small hemorrhagic puncta throughout 
the lesion, and I understand that the histologic 
picture shows multiple thrombi. I would recom- 
mend that an elastoplast bandage be worn for 
several weeks. 

Dr. WiLBert SACHS: You might do damage—she 
might throw off a lot of emboli. Why should 
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all these vessels be thrombotic? The degeneration 
in some blood vessels gives almost the appearance 
of aneurysm. There is something definitely wrong, 

Dr. Georce M. Lewis: This patient was hospital- 
ized in Philadelphia, and every possible test, in- 
cluding that for cryoglobulins, was performed, 
except a biopsy. All the information from this 
was entirely negative. She volunteered that her 
difficulty might be due to her domestic situation, 


I thought that this remark might well be significant, | 
I certainly don’t believe that her dermatosis is all | 


factitial; there is an underlying vasculitis which 
could hardly be produced by artificial means. 


Stewart-Treves Syndrome. Presented by 
GeorcE C. ANDREWS and GERALD F. MACHACEK, 


A woman aged 73 has had an eruption in the | 


right axilla of one year’s duration. Fourteen and 
one-half years ago the patient underwent a radical 
mastectomy for carcinoma of the right breast, 
This was followed by 15 x-ray treatments to the 
right pectoral and axillary areas. The patient was 
well until one year ago, when the present condition 
Started. 

There is operative absence of the right breast, 
and the right arm is considerably larger than the 
normal left arm, because of lymphedema and stasis,. 
There is atrophy and telangiectasia of the right 
lateral, thoracic region and axilla. There is a band 
of scar tissue extending along the upper edge of 
the axilla, and just above this band there is a 
patch composed of small, globular, somewhat 
translucent, firm nodules. 

The complete blood cell count was normal, and 
serologic test for syphilis was negative. 

The findings on biopsy were originally in- 


terpreted to indicate an angiomatous lesion, but’ 


after a review of the clinical picture in relation to 
the pathology a diagnosis of lymphangiosarcoma 
was made. 


Discussion 


Dr. L. P. Barxer: The lesions are groups of 
firm tumors that appear to be filled with lymph. 
Clinically I would make a diagnosis of lymph- 
angioma. The final diagnosis will be made on the 
microscopic examination. 

Dr. E. F. Travus: If this is anybody’s syndrome 
or disease it must be very common after breast 
amputation, because in the old days we used to see 
it following surgery and massive irradiation. It 
looked to me, too, like lymphangioma, and if it 
were by itself in a young person I would have 
thought of some type of lymphangiomatous nevus. 
It is certainly not a form of sarcoma in the vast 
majority of instances. 

Dr. A. W. Younc Jr. (by invitation) : I thought 
that this was a lymphangioma clinically and patho- 
logically. 
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SOCIETY TRANSACTIONS 


Dr. Frank C. Comses: Will Dr. Andrews ex- 
plain why it is called a syndrome ? 

Dr. Wizpert SAcHs: Ectasia of the blood and 
lymph vessels, clinically and histologically. 

Dr. GeorceE C. ANpREwS: This patient came to 
me about eight months ago, and my clinical diag- 
nosis was lymphangioma, but I put down tentatively 
a lymphangiosarcoma of Stewart and Treves. It 
is a syndrome which occurs after mastectomy, with 
lymphedema of the upper extremity, and in: that 
lymphedematous arm angiosarcoma develops. I 
intended to include that as a possibility when I sent 
the specimen to Dr.’ Machacek, but my secretary 
didn’t get it down and the report came back 
angioma. Dr. Torres in my office became interested 
and talked to Dr. Machacek, who reviewed the 
slides and then said definitely it was a lymphangio- 
sarcoma. I got that report only yesterday. It is 
really a matter of histology. Clinically it certainly 
looked like a lymphangioma. 


Multiple Keratoacanthomas Arising from 
Chronic Eczematous Dermatitis of the Con- 
tact Type. Presented by Dr. GrrALD F. MAcH- 
ACEK. 


A 79-year-old retired bookkeeper was in ex- 
cellent health until 1947, when he developed an 
eczematous eruption of the dorsa of the hands 
which necessitated hospitalization. Sensitivity to 
procaine and boric acid ointment was established 
at that time. The eruption resolved only to re- 
appear on numerous occasions in the ensuing 10 
years. Therapy has consisted of numerous local 
medicaments (Riasol, Lubriderm, Acidolate, Ter- 
ramycin ointment, Mercurochrome, iodine tincture, 
carbolated petrolatum, methylrosaniline chloride, 
Desenex, ammoniated mercury ointment, potassium 
permanganate, diachylon, hydrous wool fat Vio- 
form, Newskin, Cuticura ointment, Quotane, clove 
oil, and petrolatum). The eruption has become 
progressively worse, and in the past few months 
small nodules have appeared. The patient sup- 
posedly had three epitheliomas removed in 1955. 
About 10 x-ray treatments were given early in 
the course of his eruption. No arsenical prepara- 
tions have been taken. His general health is 
excellent. 


The extensor surfaces of the arms, dorsa of 
the hands, and to less extent the flexor surfaces 
of the arms reveal an erythematous, eczematous 
dermatitis with marked lichenification. Superim- 
posed on the dermatitis are numerous firm nodules, 
some of which show telangiectasia. One nodule 
femoved at biopsy revealed pronounced telan- 
giectasia and central keratotic plugging. On the 
inner aspects of the legs is an “id-like” eczematous 
dermatitis, which is now resolving. There are 
nodular lesions on the scrotum similar to those 
on his arms. 


A complete blood cell count and urinalysis were 
within normal limits. Serologic tests for syphilis 
were negative. 

Biopsy revealed a strikingly acanthotic edematous 
epidermis sending long processes into the under- 
lying fibrous inflamed cutis. Several keratin-filled 
inclusion cysts were present which also in some 
instances contained leukocytes. Leukocytes in- 
filtrated the deeper portions of very edematous 
epidermal processes. The cutis contained numerous 
greatly dilated vessels. It was infiltrated by 
numerous leukocytes of many types.’ Large 
numbers of these leukocytes were eosinophilic. 
Plasma cells were also present. In many of the 
sections there could be seen scattered foreign-body 
giant cells close to the epidermis. In some sections 
there were small granulomatous infiltrations which 
contained several giant cells. Some of the deeper 
vessels were thickened. The coil gland acini were 
dilated. The lesion is a pseudoepitheliomatous 
proliferation of the epidermis, with a granulom- 
atous chronic reaction of the cutis. There was 
no evidence of fungi. Diagnosis: keratoacanthoma 
and granuloma cutis. 


Discussion 


Dr. Grorce C. ANDREWS: The case was very 
timely because we had a discussion whether eczema 
should be classified as a precancerous disease. It 
used to be so classified by Janeway. Here is a 
patient with what looked like eczema—you can 
call it contact dermatitis of unknown cause—and 
there are acanthomas or epitheliomas on the 
scrotum and forearms. Those also got very 
pruritic. 

Dr. J. L. Miter: I heard some of the members 
questioning the patient about ingestion of arsenic 
in the past. To me that would explain the entire 
picture—the dermatitis which is quite pruritic and 
the development now of epitheliomas. Apparently 
that history could not be established, but it might 
be discovered that he may have been exposed to 
arsenic at some time, if one goes into the question 
thoroughly. 

Dr. G. M. Lewis: The specimen showing kerato- 
acanthoma may not necessarily reflect the histology 
of some of those other lesions. Some of them 
have the appearance of epithelioma. 

Dr. E. F. Traus: In addition he has many 
pustular lesions leaving scars, and the eruption 
has also appeared over the outer aspect of the 
shoulders. I don’t know anything about the micro- 
scopic appearance and whether there can be any 
confusion with halogen dermatitis (iodides or 
bromides) or epithelioma. On the other hand, 
there has been much confusion in some cases. 
The hospital service once wanted to operate on a 
patient with a microscopic diagnosis of prickle-cell 
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epithelioma which was proved to be a frambesi- 
form syphilid. Four of the best pathologists had 
read the slides. I am wondering whether iodides 
or bromides did this; they might account for the 
pustular lesions as well as the acanthomas. 

Dr. A. W. Younc Jr. (by invitation) : I thought 
of prurigo nodularis. 

Dr. F. C. Combes: I still think that he has come 
into contact with some sort of carcinogenic 
material. He doesn’t have the type of skin in 
which we expect to see multiple epitheliomas, but 
he does have dermatitis. I can’t think of anything 
else that would give lesions like this, and lesions 
on the scrotum, except contact with coal tar. 

Dr. J. C. GraHamM: I feel definitely that it is 
due to something either external or internal, and 
I would believe that it was a drug taken internally. 
I believe that the lesions will go on to epitheliomas 
if the patient lives long enough. 

Dr. W. Sacus: I have had great difficulty in 
differentiating acanthoma from epithelioma. The 
pathology as described here did not impress me as 
that of keratoacanthoma. There was no suggesticn 
of acanthosis. Excluding the ulcerated lesions on 
the scrotum, I thought of prurigo, as Dr. Young 
said, or nodular neurodermatitis. It may be a 
neurodermatitic reaction, but I think that there is 
no sign of epitheliomas. 

Dr. Paut Gross (by invitation): This patient 
had long-standing dermatitis which has improved 
considerably after all previous topical applications 
were eliminated and hydrocortisone ointment was 
used. I consider this case one of multiple acan- 
thomas grafted on a chronic dermatitis. I have 
seen a similar case developing in an occupational 
eczema of an exterminator. If I remember cor- 
rectly, there were about nine lesions on his hands 
indistinguishable from squamous-cell epithelioma. 
They were removed by the late Dr. Cannon, and 
the biopsy report rendered by Dr. Machacek on 
every one of these lesions was acanthoma. In 
another case multiple acanthomas developed in 
a widespread acute psoriasis which had been 
precipitated by a severe burn. I remember reading 
a report in the British Journal of Dermatology on 
multiple acanthomas developing in dermatitis. 

Dr. L: P. Barxker: I saw the lesion on the 
dorsum of the hand before removal. It was a 
dome-shaped hard keratinized lesion, 1 cm. in 
diameter, with a surrounding area of erythema 
at the base, clinically typical of squamous-cell 
epithelioma. Some of the lesions on the extremities 
are very pruritic and resemble prurigo nodularis. 

Dr. C. T. Netson: I thought that the patient 
had multiple keratoacanthomas on a background 
of contact dermatitis. 

Dr. G. F. Macwacex: I don’t see how we could 
absolutely exclude prurigo nodularis. Certainly a 
man who has had chronic dermatitis a: 1 has ap- 
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plied all sorts of things may have been applying 


tar for a long time. I could only say that we found} 


what seemed to be a pseudoepitheliomatous process 
and that the granulomas are probably foreign-body 
reactions, although I wouldn’t want to eliminate 
other possibilities. He has had corticosteroids. We 
have even found proliferative acanthotic tumor 


at the site of healing lesions in cases of pemphigus] 
One can only state that] 


treated with steroids. 
here was an epitheliomatous-looking lesion which 
proved to be benign as far as the histology was 
concerned. Any ultimate definitive conclusion must 
be held in abeyance until we get more specimens, 


Leprosy (Tuberculoid Type). 
Dr. L. P. BARKER. 


A man aged 52 was born in the Dominican 
Republic, of Spanish parents. He has been in the 
United States for two years. Since the age of 10 
the patient has had an increasing number of round, 
red, slightly thickened lesions on the trunk, most 
noticeable on the back and buttocks. During the 
past few years lesions have also appeared on the 
neck, face, and extremities. There has also been 
gradual loss of sensation and strength in the hands, 
He frequently burns the little and middle fingers 
without pain. An ulcer developed on the sole in 
1955. There has been no fever, edema of the face, 
or pain. He has had no previous treatment. No 
other member of the family has a similar condi- 
tion. 


Presented by 


There are many discrete and confluent round 
and annular erythematous lesions of varying sizes; 
most have slightly raised borders, some of which 
are infiltrated. Most of the discrete lesions are 
lighter in color than the borders. The lesions are 
extensive on the buttocks, and many are infiltrated 
and covered with fine scanty scales. On the neck 
and back are erythematous patches, and areas of 
depigmentation are present on the right side of the 
neck. In the center of many lesions there is 
diminished sensation to pin prick, and some areas 
are almost completely anesthetic. Sensation in the 
hands is most affected, with complete anesthesia 
along the course of the ulnar nerve. The ulnar 
trunks are palpable. There is no noticeable atrophy 
of the interosseous muscles, although there is 
definite loss of strength in the hands. A perforating 
ulcer is present on the left sole at the base of the 
little toe. 

Biopsy specimens were taken from the border 
of two infiltrated lesions. Fresh tissue smears and 
fixed specimens were prepared from both areas. 
A few single acid-fast bacilli were seen in the 
direct smears and fixed specimens. Acid-fast 
bacilli were also found in the nasal secretion 
smears. The blood cell count was normal except 
for 5% eosinophils. The Mazzini reaction was 
positive, and the VDRL, negative. 
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SOCIETY TRANSACTIONS 


Treatment with Diasone and isoniazid is to be 


B begun. 


Discussion 


Dr. G. F. MacHacex: There were very few 
organisms, because I could find only occasional 
single acid-fast rods. The third, fourth, and fifth 
fingers on the left hand and, I believe, the third 
and fourth on the right were smoothing out, losing 
their normal prings. I think that leprosy is prob- 
ably the only known disease that does that. I was 
a little surprised that the patient was given 
Nydrazid, as it had been my impression that that 
drug was not particularly effective in leprosy, 
but he evidently responded. I wonder whether 
this is not a mild lepra reaction. 

Dr. F. C. Compes: The rapid improvement on 
isoniazid is very interesting. These cases do im- 
prove and get euphoric, up to a point, and then 
they don’t seem to improve any more. I don’t 
think that all the criteria here classify this as a 
pure tuberculoid variety ; also, he does give evidence 
of the Jegromatous type. The finding of organisms 
is against tuberculoid leprosy. If it is tuberculoid, 
we would expect a positive lepromin test, and I 
think that should be done. 

Dr. O. Canizares: As to the classification of 
this case, I am inclined to agree with Dr. Combes. 
The patient has had the disease for many years, 
there is considerable involvement, and the histo- 
logic picture is not characteristic of the tuberculoid 
form, although it may belong to that group. Some- 
times there are borderline cases which show 
characteristics of both tuberculoid and leprom- 
atous types. Perhaps it is the uncharacteristic 
type; those patients may go on for many years 
without changing into the lepromatous or tubercu- 
loid form. 

Dr. C. T. Netson: In view of the long period 
of infection and the relative ease of finding 
organisms, I agree that this is leprosy of the 
indeterminate type. I could not say whether the 
lepromin test would be positive or negative. 

Dr. G. C. Anprews: I don’t think that we can 
classify it until we get’ the lepromin test, and 
perhaps not even then. 

Dr. L. P. BarKker: I will do a lepromin test, 
although I do not believe that it will help us 
classify the type of leprosy. This patient has 
shown remarkable improvement in six days with 
isoniazid alone. I agree with Dr. Combes that 
such patients often show an initial improvement 
with this drug, but sulfones are needed to continue 


the response. 


Lichen Planus; Lichen .Planopilaris. Presented 
by Dr. Geratp F. MACHACEK. 


A 20-year-old Negro woman noted gradually 
progressive alopecia of the scalp about three years 
ago, accompanied by moderate pruritus and a few 


nonprutitic cutaneous lesions. Therapy with local 
medicaments and autohemotherapy was of no avail, 
and the alopecia progressed to involve most of the 
scalp. Three weeks ago the patient received the 
last of four semiweekly penicillin injections for 
the treatment of pelvic inflammatory disease. Two 
weeks ago she noted the onset of pruritus of the 
pretibial regions, followed in a few days by the 
present eruption. The patient also took oral peni- 
cillin, but she denies other medications. 

There is marked alopecia of the scalp, with 
many morphologically normal follicles but with 
patchy areas of follicular atrophy. Small, vio- 
laceous papules of lichen planus are scattered 
throughout the alopecic areas. The rest of the body 
is covered by small violaceous perifollicular 
papules, some of which have delicate spinous 
processes in the center. These are most notable 
on the extensor surfaces of the extremities. Larger 
violaceous papules are present, and on the left 
pretibial area they are confluent to form a large 
plaque. 

Serologic tests for syphilis were negative, and 
blood cell counts and urinalyses were within normal 
limits. 

Discussion 


Dr. Wiipert Sacus: I think that it is all 
lichen planus and that it is a classic case, in spite 
of the fact that no biopsy was done, which I think 
is unnecessary. On the scalp there are many 
stubs of hair, and if it is possible to give any type 
of treatment that may help the lichen planus you 
may save some of that hair. I think that she should 
be treated to the utmost. 

Dr. Paut Gross (by invitation): I was much 
interested in Dr. Sachs’s remarks. We usually see 
involvement of the scalp with pseudopelade-like 
atrophy and some active lesions on the periphery. 
In this case we have widespread lesions of lichen 
planopilaris of the scalp and only a few small areas 
of atrophy. Since the involved follicles apparently 
have not undergone atrophy, we may be able to 
save most of the hair by successful therapy. The 
other interesting feature was the pronounced 
Koebner phenomenon in scratch marks on the trunk 
and the appearance of the widespread eruption 
after penicillin injections, which may also be in- 
terpreted as a Koebner (isomorphous) reaction. 

Dr. G. C. Anprews: I agree with the diagnosis 
and am interested in the question of therapy. Dr. 
Sachs mentioned antimalarial drugs. My own ex- 
perience in lichen planus is that they are not of 
much value. Dr. Gross mentioned proper therapy; 
I don’t know what he had in mind. 

Dr. Witpert SAcHs: Certainly this patient 
should be given antimalarial drugs and bismuth 
injections—anything to stop the lichen planus. 

Dr. E. F. Traus: On one occasion I reported 
a few of these cases. The features of lichen planus, 
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outside of a few scratch marks where there seemed 
to be a few lichen planus papules, were few and 
far between. I think it is much more keratosis 
pilaris than lichen planus. That extensive alopecia 
was certainly most unusual. She had palmar lesions 
which looked like deep vesicles, which, of course, 
can occur in lichen planus. There were quite a few 
unusual features, and I think that classic lichen 
planus is the least likely diagnosis. 

Dr. Frank C. ComBes: I think that it is a severe 
case of lichen planus, and I would give her injec- 
tions of mercury bichloride in. one buttock and 
vitamin A in the other. 

Dr. G. F. Macuacex: I agree with Dr. Traub 
that it is a very atypical case. The very few cases 


PHILADELPHIA DERMATOLOGICAL SOCIETY 
James M. Flood, M.D., Acting Chairman and Secretary 
May 17, 1957 


Case for Diagnosis: Pemphigus Foliaceus; 
Pemphigus Erythematosus; Subcorneal Pus- 
tular Dermatosis? Presented by Dr. CARROLL 
F. Burcoon and (by invitation) Dr. M. A. 
LutzNer and Dr. PETER SENN. ° 


A Negro man aged 44 showed all areas of the 
skin involved except the face, genitalia, palms, and 
soles. Upon admission he presented some new, un- 
ruptured, turbid vesicles, 2 to 3 mm. in size. He 
continued to develop about 10 new vesicles a day 
before therapy was initiated. He also presented 
many old lesions, ranging in size from 2 mm. to 1 
cm., consisting of circular areas of hyperpigmenta- 
tion. There was severe itching, with some burning. 
Six months ago the patient noted a group of 
vesicles over the anterior thorax accompanied by 
sensations of itching and burning. The vesicular 
eruption became generalized in a week. Since 
then he has noted 10 to 20 new vesicles a day. 


The serologic tests for syphilis were nonreactive. 
A urinalysis was within normal limits. The blood 
urea nitrogen and the fasting blood sugar were 
normal. A blood count revealed 13 gm. hemoglobin 
and 4600 leukocytes. It was negative for sickling. 
The vesicle floor smear showed acantholytic cells 
but no Tzank cells. 


The report on the biopsy specimen was intra- 
epidermal bullae, subcorneal. 

The patient was treated with sulfapyridine for 
five days, with marked improvement. Then there 
was a flare when the sulfapyridine was stopped for 
five days. However, there was again marked im- 
provement on treatment with tetracycline. An oc- 
casional new vesicle appeared during both courses 
of therapy. 
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of lichen planus of the palms which E have seen 
looked just like this, and those we proved by 
biopsy. Certainly this woman deserves radical 
therapeutic intervention. I suggest that corticos- 
teroids be tried and, as Dr. Combes suggested, 


certainly vitamin therapy should be tried. 
Premycotic Mycosis Fungoides. Presented by Dr. C. T, 


NELSON. 

Toxic Eruption Due to Drugs. Presented by Dr. G. F{ 
MAcHACEK. 

Chronic Discoid Lupus Erythematosus Treated with 4 


Cc hi 2 of Anti 1 
C. T. NE son. 

A Case for Diagnosis. Lichen Planus; Lichen Striatus? 
Presented by Dr. J. Lowry MILier. 

Bullous Dermatosis of Unknown Cause. Presented by Dr 
C. T. NEtson. 


ial Drugs. Presented by Dz 





Discussion 

Dr. Louis D. HorFstein: 
dermatitis herpetiformis. 

Dr. Peter SENN (by invitation): This patient 
is presented for diagnosis. A biopsy shows a sub- 
corneal bulla. There is eosinophilia, which does 
not fit’ dermatitis herpetiformis but fits pemphigus 
foliaceus a bit. We also considered the diagnosis 
of subcorneal pustular dermatosis, which was re- 
ported in the British Journal of Dermatology in 
1956, in a group of cases which did not fit into 
the pemphigus group but did fit into the dermatitis 
herpetiformis group and were all, except one, 
women who had a chronic vesicular bullous erup- 
tion which tended to affect the flexor areas. Some 
had pruritus, and they tended to improve with 
sulfapyridine therapy. All the lesions started as 
small pustules, and these became grouped and 
formed gyrate or annular lesions very much as in 
this patient. 

Dr. THoMAS BuTTERWoRTH, Reading, Pa.: With 
the possible exception of the lesion on the lower 
part of the abdomen, the principal lesion here ap- 
parently has been a vesicle which becomes crusted 
and gives rise to a depigmented macule or annular 
lesion. The patient seemed quite comfortable. I 
have a patient with a similar condition at Penn- 
hurst whom I have followed for a number of years, 
and I believe that he has pityriasis lichenoides et 
varioliformis. 

Dr. GeorceE B. HAmsrIcK Jr.: When he first 
came in, the diagnosis was dermatitis herpetiformis, 
but the biopsy eliminated that. I favor the diagnosis 
of early pemphigus foliaceus with subcorneal pustu- 
lation. He has no typical Tzank cells, but he does 
have acantholysis. I think that time will settle the 
diagnosis. 


I would call it 
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Dr. HERMAN BEERMAN: I saw the sections two 
days ago, and had I had any history I would have 
stood out for impetigo contagiosa histologically ; 
had I found any acantholytic cells, I would have 
stood for dermatitis herpetiformis. I think from 
the description Dr. Senn showed me from the 
British Journal of Dermatology, he has a good 
case. 

Dr. Georce B. Hamprick Jr.: Unfortunately, 
the Tzank smear was not here tonight, but it was 
reviewed by Drs. Gray and Beerman and a report 
was sent that there were acantholytic cells but not 
typical Tzank cells. 

Dr. Peter SENN (by invitation) : That is noted 
on the protocol. 

Syphilis, Primary and Secondary. Presented by Dr. Car- 
roLL F. Burcoon and (by invitation) Dr. M. A. Lutz- 
ner and Dr. Peter SENN. 

Generalized Lichen Planus-like Eruption. Presented by 
Dr. CarroLt F. Burcoon and (by invitation) Dr. M. A. 
Lutzner, Dr. Peter SENN, and Dr. B. N. KaurrMan. 

Generalized Peripheral Vascular Disease, Etiology Un- 
known, with Changes in the Right Second and Third 
Fingers S dary to Infecti and Anoxia. Presented 
by Dr. Carrot: F. Burcoon and (by invitation) Dr. 
B. N. Kaurrman, Dr. M. A. Lutzner, and Dr. PETER 








SENN. 
Case for Diagnosis: Caleinosis Cutis; Tuberculous 
Myositis; Inactive Pul y Tub losis?. Presented 


by Dr. Carrott F. Burcoon and (by invitation) Dr. 
Sipney Gross. 

Pseudopelade ef Brocq. Presented by Dr. 
Burcoon Jr. 

Case for Diagnosis: Reiter’s Syndrome? 
Dr. Carrort F. Burcoon and (by 
Peter SENN and Dr. M. A. Lutzner. 

Pyoderma Faciale. Presented by Dr. Carroitt F. Burcoon. 

Tick 'tae Wiegnecit: Alonkemle Leukemia; Loukeusis Cato; 
Kaposi’s Idiopathic Hemorrhagic Sarcoma? Presented 
by Dr. Carrott F. Burcoon and (by invitation) Dr. 
Peter SENN and Dr. M. A. Lutzner. 


Carrott F. 


Presented by 
invitation) Dr. 





RHODE ISLAND DERMATOLOGICAL SOCIETY 
Malcolm Winkler, M.D., President 

Arthur B. Kern, M.D., Secretary 

May !, 1957 


Incontinentia Pigmenti. Presented by Dr. Ar- 

THUR B. KERN. 

According to the obstetrician who delivered this 
now 4-month-old white baby, a generalized bullous 
eruption, most marked on the legs, was present at 
birth, The bullae subsequently crusted, and the 
skin appeared to be improving until the baby was 
about 2 months of age, when there was the re- 
currence of generalized lesions. The eruption was 
asymptomatic. Past history and family history 
were negative. 

At the time of my first examination, in January, 
1957, when the child was 2 months of age, a some- 
what bizarre eruption was present. Over the legs 


Submitted for publication Sept. 10, 1957. 
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Presented by Dr. Carrot F. 
Burcoon and (by invitation) Dr. M. A. Lutzner and 
Dr. Peter SENN. 


Epidermolysis Bullosa. Presented by Dr. Carroitt F. 
Burcoon and (by invitation) Dr. M. A. LutzNer and 
Dr. Peter SENN. 

s Cell Carei 


a 


of the Vulva. Presented by 
Dr. Carrott F. Burcoon and (by invitation) Dr. M. A. 
Lutzner and Dr. Peter SENN. 

Sarcoidosis. Presented by Dr. Carrot, F. Burcoon and 
(by invitation) Dr. M. A. Lutzner and Dr. Peter 
SENN. 

Rosacea of the Cornea (R K 
by Dr. Josepn V. Krauper. 

Nevus, Type to be Determined. Presented by Dr. GrorGE 
M. Knott, Bethlehem, Pa. 

Neurofibromatosis. Seizures Due to Neurofibromatosis or 
Perhaps on an Hysterical Basis. Presented by Dr. 
Carrott F. Burcoon and (by invitation) Dr. M. A. 
Lutzner and Dr. Peter SENN. 

Case for Di is: Exfoliative Erythroderma. Presented 
by Dr. Benyamin Gross and (by invitation) Dr. Peter 
Senn, Dr. M. A. Lutzner, and Dr. B. N. KaurrMan. 

Case for Diagnosis: Eosinophilic Granuloma? Presented 
by Dr. Joun M. Srecet, Allentown, Pa. 

Epidermolysis Bullosa. Presented by Dr. Carrortt F. 
Burcoon and (by invitation) Dr. M. A. Lutzner and 
Dr. Peter SENN. 

Erythema Multiforme. Presented by Dr. Carrot F. 
Burcoon and (by invitation) Dr. M. A. Lutzner and 
Dr. Peter SENN. 

Chronic Diseoid Lupus Erythematosus. Presented by Dr. 
Carro.t F. Burcoon and (by invitation) Dr. M. A. 
Lutzner and Dr. Peter SENN. 

Sarcoidosis. Presented by Dr. Carrot: F. Burcoon and 
(by invitation) Dr. M. A. Lutzner and Dr. PETER 
SENN. 

Erythema Palmaris. Presented by Dr. CarroLtt F. Burcoon 
and (by invitation) Dr. M. A. Lutzner and Dr. PETER 
SENN. 

Case for Di is: N 1 Eezema; Bacterid?. Pre- 
sented by Dr. Carrott F. Burcoon and (by invitation) 
Dr. M. A. Lutzner and Dr. Peter SENN. 

Papulonecrotic Tuberculid. Presented by Dr. Carroit F. 
Burcoon Jr. 
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and forearms were numerous brown and violaceous 
flat papules, most of which were joined in linear 
irregular bands. There were some crusted verru- 
cous lesions on the fingers. On the trunk were 
many erythematous papules. When seen two weeks 
later an additional finding was tense superficial 
vesicles on the trunk and legs. At the present time 
many of the lesions have involuted, leaving 
characteristic atrophic tan scars. 


Discussion 
Dr. Bencet L. ScuirF: This is a typical case 
of incontinentia pigmenti. It presents the character- 
istic initial stage of bullous lesions which goes on 
to the lichenoid stage and finally the residual pig- 
mentation, 
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Dr. Francesco RoncHESE: Dr. Kern is very 
fortunate in that he has been able to follow the 


child through all the stages of this disorder. Most 
of us have seen cases presented at meetings show- 
ing only the terminal pigmentation. Dr. Kern’s 
patient, even today, still showed some of the 
lichenoid lesions as well as the pigmentation. 

Dr. Matcocrm WINKLER: The cutaneous lesions 
of incontinentia pigmenti are in themselves not 
serious. In some cases, however, associated con- 
genital defects involving the eyes, teeth, and nails 
have been found. I wonder whether this patient 
has shown any changes of this type. 

Dr. ArtHuR B. KERN: The pediatrician stated 
that aside from the skin changes the child was 
normal. 

Addendum: The child was last examined on 
June 22, 1957, at which time only residual tan 
depressed linear bands were evident over the trunk 
and extremities. 


A Case for Diagnosis: Atrophic Lichen Planus? 
Presented by Dr. ArtHuR B. KERN. 


This 14-year-old white girl stated that about 
February, 1956, she noted the appearance of what 
looked like scars about her ankles. These were not 
preceded by blisters, elevated spots, or other altera- 
tions. During the subsequent months the “scars” 
became tan in color and possibly slightly larger. 
In January, 1957, similar spots appeared on her 
knees. The lesions have been asymptomatic. 

When first seen in February, 1957, she showed 
atrophic punched-out spots over the sides of the 
ankles and to a lesser degree on the knees and the 
flexor surfaces of the wrists. The lesions were 
tan to violaceous in color, and some were in linear 
arrangement. 
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Linear bands of papules 

on leg of 2-month-old 
child with incontinentia 
pigmenti. 


A biopsy was performed, and the following re- 
port on the section was made by Dr. Herbert 
Mescon. 

Microscopic description: These sections of skin 
reveal slight hyperkeratosis, with some atrophy of 
the prickle layer. The basal layer is intact. The 
rete pegs are diminished in size and number but 
not markedly so if this lesion is taken from an 
extremity. The dermis is in no way remarkable 
except for very minimal focal perivascular lymph- 
ocytic infiltrate. Atrophic sebaceous glands, 
lanugo hair follicles, and a rare eccrine sweat gland 
and duct are seen. The entire thickness of the 
dermis is somewhat diminished but could be within 
normal limits for some areas of thin skin of an 
extremity. 

Impression and Discussion: This is a minimal 
mild nonspecific dermatitis with slight to minimal 
atrophy. The changes observed under the micro- 
scope are certainly not such as to be diagnostic of 
any specific atrophic dermatitis. The infiltrate is 
minimal and is not band-like, and therefore lichen 
planus can be excluded unless this is a lesion that 
has already undergone involution and is returning 
to normalcy. There is no suggestion of poikilo- 
derma atrophicans vasculare or scarring. The 
presence of the appendages in the sections examined 
would tend to rule out scarring or scleroderma or 
lichen sclerosus et atrophicus at this time. There 
is no evidence of malignancy or specific granuloma. 


Discussion 


Dr. FRANCESCO RONCHESE: A few weeks ago, at 
the annual meeting of the American Dermatological 
Association, I listened to a paper entitled Progres- 
sive Idiopathic Atrophoderma of Pasini by Drs. 
Canizares, Jaimovich, and Torres. I believe that 
Dr. Kern’s patient fits into this group. In these 
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cases the atrophy is apparently not preceded by 
trauma or other disorders. The atrophic areas are 
depressed, usually dark in color, and asymptomatic. 

It is likely that cases of this type have come up 
for discussion before. It is interesting that we 
now have a name for the disorder. 

Dr. ArtHuR B. Kern: I presented this case be- 
cause I was not satisfied with my diagnosis of 
atrophic lichen planus. I believe that we probably 
now have the correct diagnosis. 

Addendum: Recently Canizares, in discussion of 
a case, (A. M. A. Arcu. Dermat. 75:909 [June] 
1957) emphasized the atrophic violaceous features 
of the lesions. Borda, in discussion of the same 
case, stated that the dermatosis is of two types, 
one that is primary and idiopathic and a second 
type which is the result of morphea. 


Atopie Eezema. Presented by Dr. Matcotm WINKLER. 


Keloidal Scleroderma? (Scleroderma and Keloid?). Pre- 
sented by Dr. F. RoncHESE. 

Mycosis Fungoides. Presented by Dr. F. RoncHESE. 

Lupus Miliaris Disseminatus Faciei. Presented by Dr. 
F. RoncHeEse. 

Hypertrophy of the Gums. 
WINKLER. 

Purpura Annularis Majoechi? Presented by Dr. F. Ron- 
CHESE. 

Case for Diagnosis: Mycosis 
Dr. Cart S. Sawyer. 

Case for Diagnosis: Ichthyosis Hystrix? Presented by Dr. 
ArtTHUR B. Kern. 

Pityriasis Rubra Pilaris. 
Kern. 

Majocchi’s Disease. Presented by Dr. ArtHur B. Kern. 


Presented by Dr. Matcorm 


Fungoides? Presented by 


Presented by Dr. Artuur B. 





Sarcoidosis. Presented by Dr. F. RONCHESE. 

Case for Diag is: R Herpes Simplex; Localized 
Bullous Pemphigoid? Presented by Dr. Artuur B. 
Kern. 
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Abstracts from Current Literature 


E.Lectron Microscopic Stupy oF PHAGOCYTOSIS OF STAPHYLOCOCCUS BY HUMAN LEUKOCYTES: 
II. VirULENT AND NoN-ViRULENT STAPHYLOcoccI. J. R. GoopMAN; R. E. Moore, and R. F. 
Baker, J. Bact. 72:736-745 (Dec.) 1956. 


The authors incubated fresh human leukocytes from the blood with newly isolated Staphy- 
lococci. After appropriate intervals the inoculated suspensions of leukocytes were fixed and 
imbedded for electron microscopic examination. In their excellent illustrations the authors 
demonstrated the interaction of virulent and nonvirulent strains of Staphylococcus aureus with 
human leukocytes. After phagocytosis the virulent strains multiplied within the neutrophils and 
destroyed them. The nonvirulent strain was destroyed by the neutrophil in some manner which 
involved the process of swelling and vacuolation of the bacterium. 

BLANK, Miami, Fla. 


Survivinc Rat Skin Grarts IN Mice. O. Brocapes ZAALBERG; O. Vos, and D. W. VAN 
BexxuM, Nature, London 180:238-239 (Aug. 3) 1957. 


If mice are given a lethal dose of x-rays (675 to 800 r), their destroyed bone marrow can 
be replaced by the administration of rat marrow. Many mice will survive, and in their blood 
streams are found rat granulocytes and rat serum proteins. The authors found that many of 
these radiation chimeras would accept skin grafts from the bone marrow donor strain of rats. 
Rat skin grafted into normal mice sloughs within 10 days, but 10 of the mice treated with rat 
marrow had successful grafts (still living) 52 to 108 days after grafting. Mouse skin grafted 
to the treated mice sloughed in 10 to 30 days after homologous grafting, which indicates the 
production of antibodies by the “foreign” bone marrow. 

: BLANK, Miami, Fla. 


THE “Friction Test” in “Frxep” Druc Eruptions. A. P. GoNcaLves, An. brasil. dermat. e 

sif. 31:115-124 (Sept.) 1956. 

In 12 cases of “fixed” drug eruptions caused by oral or parenteral administration, the 
author rubbed the previously affected spots with specific ingredients held in a solution of 
propylene glycol. A positive reaction was obtained in four cases. Tests on areas previously 
uninvolved were negative. The author recommends the “friction test” as safer than the 
readministration of the medication, although it is positive only in one-third of the cases. 
Friction is applied for one minute, and, if possible, thin-skinned areas should be selected. 

CANIzARES, New York. 


An EtioLocic Stupy or 49 Cases oF Fixep Druc Eruptions. A. P. GoNncALvEs, An. brasil. 
dermat. e sif. 31:125-136 (Sept.) 1956. 


The author presents a review of 78 cases observed in Brazil of “fixed” drug eruptions. 
The barbiturates were found to be the most common offenders. Cross reactions between 
barbiturates were noted. 

Sulfonamides caused some cases. Phenolphthalein and aminopyrine, which are common 
causes of fixed drug eruption in other countries, are rarely causative agents in Brazil. 
Canizares, New York. 














Announcements 





Congressus Internationalis Dermatologorum, Stockholm, 1957 (Exhibition of 100 
Cases to be Published in Book Form).—During and after the exhibition numerous requests 
were made that the case notes and photographic material be published in the form of a book. 
As a result of these requests the book will be published as an extra supplement to Acta 
dermato-venereologica, not included in the ordinary subscription rate. Prof. Marion B. 
Sulzberger, M.D., and Prof. Sven Hellerstrém, M.D., have consented to write forewords to 
the book, which will be printed on the best art paper and is expected to be ready for distribu- 
tion in January, 1958. 

The edition is limited, and the editors request that copies be reserved now. The price is 
40 Swedish kronor—or $8.00.—postage-free to any part of the world. 

Orders can only be sent and remittances should be made payable to Acta Dermato- 
Venereologica, Karolinska sjukhuset, Stockholm 60, Sweden. 


Duke University School of Medicine Medical Mycology Course.—A course in medical 
mycology will be offered from July 1 to July 26, 1958, at Duke University School of Medicine 
and Duke Hospital, Durham, N. C. Instruction by members of the departments of medicine, 
pathology, and bacteriology will emphasize the clinical, pathological, and therapeutic aspects 
of fungus infections. Patients, clinical materials, cultures, and laboratory animals will be 
available for study. An opportunity to study pathological materials, gross and microscopic, 
will be given those whose interest and previous training would make this of value to them. 
The practical laboratory aids which help to establish a definitive diagnosis will be stressed. 
The course is open to clinicians, pathologists, bacteriologists, technicians, and others who have 
an interest in the medical phases of mycology. Classes will meet six days a week. Inquiries 
concerning this course should be directed to Dr. Norman F. Conant, Duke Hospital, Durham, 
N. C. 


Third International Congress of Allergy.—The Congress will be held in Paris, Oct. 
19-26, 1958. It is sponsored by the International Association of Allergology and French 
Allergy Association. 

Program: (a) Symposia on asthma and emphysema, immunology, recent clinical advances, 
biochemical aspects, autoimmune reactions, dermatology, and socioeconomic aspects. Participants 
are world authorities in special fields—Pasteur Vallery-Radot, Loffler, Grabar, Dixon, Chase, 
Coombs, Forsham, Sir Henry Dale, Halpern, Schild, Harrington, Ackroyd, Dausset, Sulz- 
berger, Jadassohn, and many others. (b) Sectional papers, limited to 10 minutes, on any phase 
of allergy. (c) Round-table small-group luncheon conferences on selected subjects led by 
international authorities. (d) Pre- or postconvention tours. (e) Social—a very enjoyable 
program has been arranged. 

For registration and Congress information write to Dr. B. N. Halpern, 197 Boulevard St. 
Germain, Paris VII. 


For participation on program write to Dr. S. M. Feinberg, 303 E. Chicago Ave., Chicago 11. 


Histoplasmosis Seminar.—A seminar on histoplasmosis, sponsored by the Jewish 
Hospital Association, Cincinnati, was held Feb. 11, 1958, in Cincinnati. The invited participants 
in this seminar are active workers and leaders in the field of mycologic research. 

A limited number of mimeographed transcripts of the proceedings will be available on 
request. 

















Books 


Tumors of the Skin. By Herbert Z. Lund. In Armed Forces Institute of Pathology: 
Atlas of Tumor Pathology, Section 1, Fascicle 2. Price $3.00. Pp. 330. National Research 
Council, Washington, D. C., 1957. 

This fascicle on tumors of the skin, by Herbert Z. Lund, published under the auspices 
of the Subcommittee on Oncology of the Committee on Pathology of the Division of Medical 
Sciences of the National Academy of Sciences-National Research Council, maintains the very 
high level and careful editorial scrutiny that were evident in the previous fascicles published 
to date. Dr. Lund, in his introductory remarks, refers to other fascicles (some of which 
remain to be published) dealing with tumors of mesodermal origin, tumors of special cutaneous 
regions, and melanotic tumors. 

This fascicle has one colored plate containing three figures. The remaining 264 figures are 
printed in black and white, and most of them are photomicrographs. Each figure is accompanied 
by a descriptive legend on the opposite page. All the illustrations are excellent, and the fine 
quality of the paper contributes to the clarity of the illustrations. In many instances, photo- 
micrographs of the same lesion taken with both the low- and the high-power =e are 
presented for purposes of orientation. 

Dr. Lund is fully aware of differences in terminology between dermatologists and patholo- 
gists and between those trained in different schools of thought regarding the classification 
of certain neoplasms. He has carefully considered and defined these factors, and at the end 
of each group of conditions he has given a relatively short, but pertinent, bibliography. The 
syllabus appears in loose-leaf form and is simply clipped together, but it can be inserted 
readily in any ordinary loose-leaf cardboard notebook. In these days, when the cost of illustra- 
tions is so high, thereby increasing the cost of publication of a monograph or fascicle, it is a 
real pleasure to find such a concise and yet exhaustive treatise on tumors of the skin as the 
present volume. Even more remarkable, the cost is only $3.00 plus a few cents for postage. 
This book certainly ought to be in the personal library of every dermatologist and pathologist 
and all others who are interested in neoplasms of the skin. 


Cosmetics: Science and Technology. Edited by Edward Sagarin. First edition. Price, 
$25.00 (cloth). Pp. 1433. Interscience Publishers, Inc., 250 Fifth Ave., New York 1, 1957. 
This encyclopedic work is a compilation of 53 articles by various authors on cosmetic 
subjects, divided under five main headings: The Scope of Cosmetics, Toilet Preparations, 
Manufacture and Technology, Physiological Considerations, and Legal Considerations. The 
articles range in subject from discussions of formulation to the physiologic principles under- 
lying the mode of action of specific cosmetics, the general principles of skin physiology, and 
chemical engineering in cosmetic manufacture. In the main, the individual authors are experts 
in their particular fields, and their statements may be considered to be authoritative. The 
growing realization by the cosmetic chemist of the need for better understanding of cutaneous 
physiology and pathology is shown both by the number of physician-contributors and by the 
large number of medical references in the extensive bibliographical tables. Much -attention to 
basic physiology is given in such articles as those on dandruff preparations, skin lighteners, 
baby toiletries, etc. Unfortunately, not all the concepts presented are up-to-date and in line 
with accepted medical views. However, the book will without doubt be of great value to 
both cosmetologists and physicians as a basic reference work for many years to come. No 
where else is there available such a complete, current, authoritative treatment of the technology 
of cosmetics formulation and manufacture. The articles on legal aspects of cosmetics are 
excellent, although there is no presentation on the important subject of the cosmetics manu- 
facturer’s responsibility for allergic and other reactions in consumer use of his products. 


Atlas de dermatologie: en couleurs. First 15 (of 20) fascicles. By P. de Graciansky and 
S. Boulle. Price, not given. Loose-leaf Fabrikoid binder. Fr. Librairie Maloine S. A., 
27 rue de l’Ecole-de-Médecine, Paris 6°, 1952. 
The first four fascicles of this unusual atlas and textbook of dermatology were reviewed 
in the A. M.A. Archives of Dermatology & Syphilology (Vol. 67, p. 539, 1953). Sixteen of 
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the twenty fascicles, contained in five volumes, have now been published. The colored 
dermatologic photographs continue to be superb and are by far the best that the reviewer has 
seen. All that was said about the first fascicles in the review of 1953 is applicable also to the 
additional fascicles, except that in the more recent ones pertinent references or bibliographies 
are now inserted in the text. The five volumes have been produced in the form of loose-leaf 
pages, but with instructions, and so the purchaser must collate some of the text and illustra- 
tions himself. Thus far an index has not been provided, but it is not possible, of course, to 
prepare a complete index until all of the twenty fascicles have been issued. 

The histopathology of the various dermatoses, together with photomicrographs in black 
and white when indicated, add to the value of this original atlas and textbook. The reviewer 
mentioned, in 1953, the fact that the authors are aware that interpretation, classification, and 
treatment of various dermatoses and neoplasms differ in various countries. Furthermore, 
histochemical or other laboratory findings that are of significance in a given dermatosis are 
concisely and briefly considered. 

The cost of each of the five volumes in dollars has varied, according to the variation in 
the value of the French franc in this country over a period of years. At present the cost of 
the five volumes approximates that of the four-volume English translation ($140). The 
excellent edition in English (“Color Atlas of Dermatology,” translated and adapted by Marion 
B. Sulzberger, M.D., and Sonia Dobkevitch-Morrill, M.D., Chicago, The Year Book Pub- 
lishers, Inc., 1951, et seq., Vol. 1, $35.00) has the original colored plates but omits much of 
the original text, including the histopathology, and therefore serves more as an atlas than as a 
combined atlas and textbook. Even for those who have scarcely more than a modicum of 
knowledge of the French language but who wish more information than illustrations will pro- 
vide, the reviewer would strongly recommend purchase of the original edition in French. 


Year Book of Dermatology and Syphilology (1956-1957 Year Book Series). Edited by 
Rudolf L: Baer, M.D., and Victor H. Witten, M.D. Price, $6.50. Pp. 464, with 62 illus- 
trations, The Year Book Publishers, Inc., 200 E. Illinois St., Chicago 11, 1957. 
Another year has passed, and another Year Book has come to pass. The special article 

in this volume concerns allergic eczematous contact dermatitis. The subject is reviewed at 
length, in fact a bit too much so for the general practitioner toward whom the article is aimed. 
The dermatologist, however, will find the material to be full, pertinent, and authoritative. 
The format is similar to that of other years, both in style and in the emphasis given to the 
various phases of dermatology. Some of the abstracts might profitably have been condensed, 
but by and large the selection of material for abstracting was done with care. The editors’ 
practice of critically commenting on some of the articles was done with restraint and in the 
interests of accuracy, and so the book retains its position of a most valuable review and 
reference work. 


Histologie der Hautkrankheiten: Die Gewebsveranderungen in der kranken Haut unter 
Beriicksichtigung ihrer Entstehung und ihres Ablaufs. By Oscar Gans and Gerd- 
Klaus Steigleder. Second edition. Volume 2. Dermatitiden II. Ortlich Ubertragbare 
infektidse Gewebsneubildungen. Tierische Parasiten und Fremdkorper. Storungen des 
Kreislaufs. Entwicklungsst6rungen echte Geschwiilste. Price, DM 298. Pp. 706, with 
290 illustrations, mostly in color. Springer-Verlag, Reichpietschufer 20 (1), Berlin W. 
35, Germany, 1955. 

The first volume of the second edition of Oscar Gans’s work “Histology of Diseases of 
the Skin” was reviewed in this journal in Volume 73, page 197, 1956. The second volume has 
just been published, and what was said in the review of the first volume in 1956 is equally 
true of the second volume. I happen to know that Dr. Gans’s associate and co-author, Gerd- 
Klaus Steigleder, has done a tremendous amount of work in reviewing the pertinent literature 
on the various dermatoses and neoplasms concerned since the second volume of the first 
edition was published, in 1928. The original colored drawings have been retained, but in the 
second edition there is a total of 290 illustrations as against 238 in the first edition. All the 
black-and-white photomicrographs that have been added to the second volume of the second 
edition are excellent. The text has been completely revised and brought up to date, and 
differences in point of view regarding various dermatoses and neoplasms in different 
countries are cited, together with the leading references on these conditions in the different 
countries. Again, probably because of the cost of colored illustrations, the price of the book 
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is high. The two volumes on the histology of skin diseases, by Oscar Gans and Gerd-Klaus | 
Steigleder, must remain as the ultimate authority for all those primarily interested in © 
dermatohistopathology. The book should be in the library of every dermatologist, pathologist, 

and research worker interested in dermatopathology and all its broadest aspects. : 


The Dermatologist’s Handbook. By Ashton L. Welsh, M.D. Price, $15.00. Pp. 427. | 
Charles C Thomas, Publisher, 301-327 E. Lawrence Ave., Springfield, Ill., 1957. 
This Handbook is one to be kept at hand rather than in hand, for it is large in dimensions 

and a heavy book of some 427 pages. It contains a wealth of useful information about nearly 

all drugs and chemicals used in dermatology—about composition, dosage, mode of administra- 
tion, availability, indications, contraindications, actions, and reactions. There is information 
also about physical therapeutic agents. Much of the material in this book is familiar and is 
available, scattered among various textbooks. It is a service to have it in a single volume, if 
only to remind one of drugs frequently forgotten because of relatively rare need for them. 

There is a full index, which facilitates the use of the book—and the practicing dermatologist 

will find occasion to put the book to use not infrequently. 


J. A. M. A. Clinical Abstracts of Diagnosis and Treatment. Selected by I. Phillips cal 
Frohman, M.D. Price, $5.50. Pp. 254. Intercontinental Medical Book Corporation, with He 
Grune & Stratton, Inc., 381 Fourth Ave., New York 16, 1957. 


Is 


JAI 


Every dermatologist recognizes the importance of keeping up with advances in all of . 
age ee ee Bate i 180 

medicine. Yet, because of the many demands on his time, the practitioner finds it increasingly 
more difficult to read all he would like, and. so American physicians have come to rely in be 
part for orientation upon the abstract section of The Journal of the American Medical Asso- mi 
ciation, with its excellent condensations of selections from the world’s literature. Recently les 
the more important abstracts of each year’s collection have been selected for inclusion into a P: 
single volume. The care with which the material has been selected: insures. the success of es 

these volumes, and the present one, compiled by I. Phillip Frohman, M.D., which covers the 
literature of 1956, should enjoy equal success. . of 
no 


This volume differs from the previous ones in that an attempt is made to place together 
the year’s abstracts so that those relating to the same disease are placed together, and the 
selections were made with an eye to the practical application. Such an integration of material oc 
adds immeasurably to the book. It is, in effect, more than a mere collection of abstracts; it is a 
collection with form and continuity. 


The reader will find this volume to be not only readable but an excellent source for reference 
and a treasure of medical progress. to 
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Isolated Dyskeratosis Follicularis 


JAMES H. GRAHAM, M.D., and ELSON B. HELWIG, M.D., Washington, D. C. 


In 1954, at the 20th seminar of the Ameri- 
can Society of Clinical Pathologists, 
Helwig, in discussing Darier’s disease, de- 
scribed a lesion which he tentatively called 
isolated Darier’s disease. Usually single and 
on the face, this lesion clinically is commonly 
misinterpreted as basal-cell carcinoma and 
less frequently, as squamous-cell carcinoma. 
Pathologically, the diagnosis in many in- 
stances is confused with sweat-gland tumor 
of some type or with squamous-cell carci- 
noma. 

Allen ® in the same year described a lesion 
occurring principally as an isolated focus 
on the scalp, histologically indistinguishable 
from Darier’s disease except for its tendency 
to be two or three times larger and notice- 
§ ably more irregular in pattern than the indi- 
vidual papule of Darier’s disease. He 
referred to this lesion as isolated or solitary 
Darier’s disease and noted that it was not 
a precursor of the disseminated disorder. 

In a survey of the literature, these two 
specific references to an isolated single le- 
sion similar microscopically to those of 
Darier’s disease are the first that could be 
found. Montgomery,* in his report on pre- 
cancerous dermatitis and epithelioma in 
situ, mentioned a lesion of 15 years’ duration 
on the forehead which appeared clinically to 
be senile keratosis. Microscopically, there 
~ Submitted for publication Oct. 7, 1957. 

From the Armed Forces Institute of Pathology. 

Earl D. Osborne Fellow in Dermal Pathology 


of The American Academy of Dermatology and 
Syphilology (Dr. Graham). 






was evidence of dyskeratosis of a benign 
type which resembled Darier’s disease. 
Ackerman,‘ in his textbook on surgical pa- 
thology, recorded a well-circumscribed lesion 
arising from the skin of the scalp as an 
example of syringocystadenoma _papillif- 
erum. The lesions reported by Montgomery 
and Ackerman have the histopathological 
characteristics of the isolated lesion described 
by Helwig? and Allen.” 

Kersting, in discussing a patient presented 
by Szymanski® before the Chicago Derma- 
tological Society, reiterated the observations 
of Helwig.’ He stated that the three lesions 
of the scalp in Szymanski’s patient, a 49- 
year-old Negro woman, met the criteria of 
“isolated Darier’s disease,” a term frequently 
used by Beerman, Helwig, and others. 

Szymanski* has recently reported iso- 
lated lesions on the scalp and face in two 
patients of his own and in five other patients 
in whom the lesions were located on the 
chest, left cheek, right cheek, left subtem- 
poral area, and right cheek, respectively. 
His designation for these lesions was warty 
dyskeratoma, which he defined as a benign 
cutaneous tumor ‘microscopically resembling 
Darier’s disease. 

It is the purpose of this report to describe 
and correlate the clinical and pathologic 
characteristics of a large group of these le- 
sions, which we shall call “isolated dyskera- 
tosis follicularis.” The name is derived from 
well-defined morphological and histopatho- 
logical characteristics, which will become 
apparent in the ensuing discussion. 
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Fig. 1.— Isolated dys- 
keratosis follicularis. A 
sharply circumscribed 
cup-shaped enlarged fol- 
licle extends into the 
underlying corium and is 
filled with a_ keratotic 
and parakeratotic plug; 
mag. xX 28 (AFIP Acc. 
504362, Neg. 57-6202). 


Materials and Methods 


This study was conducted on 50 examples of 
the isolated lesion removed from persons from 22 
to 67 years of age, none of whom had more than 
one lesion. Clinical and gross pathologic observa- 
tions were supplemented by clinical records and 
the answers to a questionnaire which was com- 
pleted by 36 of the patients. All tissues were fixed 
in formalin, and wet tissue from eight patients 
was available for study. The lack of fresh tissue 
precluded the performance of enzyme or other 
special studies. Paraffin-block sections of the les- 
ion stained with hematoxylin and eosin were avail- 
able in all cases. Serial sections were made and 
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examined on 10 of the specimens. Additional 


sections of 10 specimens were prepared by the fol-j 


lowing methods: Masson’s trichrome, Snook’s retic- 
ulum, periodic acid-Schiff, Weigert’s elastic, 
Gomori’s iron, methylrosaniline chloride (crystal 
violet) amyloid, Fontana’s melanin, acid mucopoly- 
saccharide, Giemsa, Ziehl-Neelsen, and Brown and 
Brenn for bacteria.* Preparations of five lesions 
were made with Gomori’s or Gridley’s fungus 
stain, Steiner and Steiner spirochete stain, and the 


* The methods employed can be found in Manual 
of Histologic and Special Staining Technics, 





Washington, D. C., Armed Forces Institute off 
Pathology, 1957. 


Fig. 2.—Base of the 
same lesion, showing 
basal-cell hyperplasia, 


papillomatosis, and _ lacu- 
nae filled with acantho- 


lytic and _  dyskeratotic 
cells (corps ronds and 
grains). The lesion is 


sharply demarcated from 
the surrounding corium; 
reduced about 11% from 
mag. X115 (AFIP) 
Acc. 504362, Neg. 57- 
6203). 
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Fig. 3.—Cells occupy- 
ing the suprabasal lacu- 
nae show acantholysis and 
dyskeratosis (corps ronds 
and grains); reduced 
about 11% from mag. 
warn CAFEP  Aec. 
628103, Neg. 57-4140). 


oil red O fat stain. Formalin-fixed tissue from 
10 lesions was microincinerated. For comparative 
purposes, the same procedures were performed on 
sections from the lesions of three patients with 
hypertrophic Darier’s disease,’ and hematoxylin- 
and-eosin-stained sections from patients with the 
following diseases were studied: keratosis fol- 


licularis, familial benign chronic pemphigus, 
adenoacanthoma, senile keratosis manifesting 
acantholysis, pemphigus vulgaris, bullous viral 


skin lesions, syringadenoma papilliferum, basal-cell 
carcinoma, squamous-cell carcinoma, adnexal car- 
cinoma, unclassified carcinoma, trichoepithelioma, 
keratoacanthoma, seborrheic keratosis, molluscum 
contagiosum, and. benign sweat-gland tumors. 
Sixty-three patients with keratosis follicularis and 
thirty-two with familial benign chronic pemphigus 
replied to questionnaires regarding the hereditary 
background of their disease. 


Clinical Data and Gross Pathology 


In every case of the isolated disease stud- 
ied at the Armed Forces Institute of Pathol- 
ogy the lesion of the skin was single. 
Forty-five of the lesions occurred in men; 
five, in women. Most of the material at the 
Armed Forces Institute of Pathology is 
drawn from the predominantly adult male 
population of the various branches of the 
Armed Forces and Veterans’ Administra- 
tion. Therefore, sex and age distribution 
are almost certain to be biased. Other large 
series have not been reported, the largest 
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to date being Szymanski’s,* in which the 
lesion occurred in four male and three fe- 
male patients. This suggests that the lesion 
would occur fairly equally in both sexes. 
Of the 45 male patients in our series, 40 
were white and 5 were Negro. The five 
female patients were white. The average age 
of the 50 patients was 47 years. The age of 
the youngest patient in the series was 22, 
and the oldest patient was 67. 

The age distribution of the patients is 
listed in Table 1. 

That none of the patients in our series 
were children or adolescents and that almost 
half were from 50 to 67 years of age indi- 
cates that the lesion is primarily one of older 
adults. This is corroborated by Szymanski’s 
series in which the age range was 48 to 66 
years. The duration of the lesion varied 
from 1 month to 13 years. The average 
duration in 43 patients was three and one- 
half years. 


TaB_E 1.—Age Distribution of Patients 
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TaBLe 2.—Anatomical Sites of Lesions 
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Fig. 5.—l 
lesion with 


figuration, showing involve- 
ment of pilar structure; 
mag. X12 (AFIP Acc. 
122699, Neg. 57-2847). 


solated follicular 
cup-shaped con- 


The anatomical sites of the lesion are listed 
in Table 2. 
The majority of the isolated lesions were 
located about the head and neck, which are 
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lig. 4.—Higher power 
to show details of corps 
ronds in Figure 3. The ¥ 
corps ronds contain 
eosinophilic, — hyalin-like § 
cytoplasm and a_ large, 
centrally placed, _ baso- 
philic nucleus. Grains 
are intermingled with the 
corps ronds; reduced 
about 11% from mag, 
x 630 (AFIP Ace, 
628103, Neg. 57-2857). 




















also the predominant locations of syring- 
adenoma papilliferum * for which they have 
been mistaken histologically. It is note- 
worthy that the anatomical sites of the lesion 
are all rich in pilosebaceous follicles. 








Clinically these lesions are not distinct, 
as evidenced by the variety of diagnoses: 
sebaceous cyst, 11; sore or lesion, 6; cyst, 
5; senile keratosis, 5; basal-cell carcinoma, 
5; verruca, 4; mole, 4; carcinoma, 3; papil- 
loma, 2; pimple, tumor, folliculitis, mass, no 
diagnosis, 1 each. It is significant that the 
clinical diagnosis of keratosis follicularis 
was never made. None of the patients pre- 
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sented evidence of generalized Darier’s dis- 
ease. 

The lesions were single and varied in 
diameter from 1 to 10 mm., usually being 
3to 4mm. They were described as elevated 
nodules or cysts with a raised border and a 
somewhat umbilicated or pore-like center. 
Most of the lesions were brown, but some 
were described as being flesh-colored, yellow, 
red, black, tan, or gray. They were firm, 
circumscribed, rough, and granular to pal- 
pation. Eighteen patients described recur- 
rent, foul-smelling, cheesy purulent drainage 
from the lesions; twenty-two, crusting of 
the lesion, and eleven, episodes of bleeding, 
usually associated with trauma. Fourteen 
patients complained of itching; eleven, of 
pain, and six, of a burning sensation in the 
region of the lesion. 

Of the 36 patients who replied to the 
follow-up questionnaire, none gave evidence 
of familial incidence of the lesions or of 
relation to keratosis follicularis. The an- 
swers of patients with keratosis follicularis 
and familial benign chronic pemphigus to 
the question concerning hereditary back- 
ground confirmed the presence of such back- 
ground in 24% of the former and 75% of 
the latter. 

Thirty-six of the fifty patients were fol- 
lowed for periods of 4 months to 15 years, 
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with fifteen patients followed 5 or more 
years. The average of the entire group was 
5.3 years. Methods of treatment included 
topical therapy, surgical excision, x-ray, and 
desiccation or curettement or both. None of 
the lesions was cured or altered by local 
therapy. Two of the lesions were treated 
with cancericidal doses of x-ray, and both 
lesions recurred. Four of the lesions were 
treated’ by desiccation or curettement or 
both, and all recurred. One lesion recurred 
after excision. Subsequently these 7 were 
excised, and neither they nor the other 29 
that were similarly treated have recurred to 
date. The other 14 patients whose lesions 
were excised are either dead or lost to 
follow-up. These data suggest that the le- 
sion is resistant to x-ray and, if inadequately 
removed by desiccation or curettement, tends 
to. recur. Thus, the treatment of choice 
would appear to be adequate local excision. 

Clinical observation revealed no evidence 
of malignant change, local destruction, in- 
vasion, or metastasis, nor were there mani- 
festations of keratosis follicularis. In 12. 
patients of the group, biopsy of lesions lo- 
cated elsewhere on the skin revealed prema- 
lignant or malignant changes, including 
senile keratosis, squamous-cell carcinoma, 
basal-cell carcinoma, and adnexal carcinoma 


Fig. 6—Higher power 
of area of same lesion 
to show basal-cell 
hyperplasia, pearl-like 
arrangement of cells, 
papillomatosis, suprabasal 
lacunae, and remnants of 
pilar structures; reduced 
about 11% from mag. 
X< 50 (AFIP Acc. 122699, 
Neg. 57-6198). 





Fig. 7.—Epithelium ar- 
ranged in whorls simu- 
lating a squamous pearl. 
Small fronds projecting 
into the lacunae are cov- 
ered by a single layer of 
cells. The core of one 
papilla is almost filled by 
a small blood vessel; re- 
duced about 11% from 
mag. X 305 (AFIP Acc. 
122699, Neg. 57-6199). 


that probably can be explained by the pre- 
dominantly older age of the patients. 

Four of the fifty patients are known to be 
dead. In none was there evidence of recur- 
rence of the isolated lesion or the presence 
of keratosis follicularis at the time of death. 
' The cause of death in these four patients 
was not related to the skin. 


Microscopic Examination 


The lesions were contributed under a 
variety of pathological diagnoses, many with 
a premalignant or malignant connotation. 
The diagnoses made initially, in order of 
frequency, are as follows: keratosis follicu- 
laris, 10; squamous-cell carcinoma and 
basal-cell carcinoma, 5 each; syringadenoma 
papilliferum, 4; senile keratosis and epi- 
dermoid cyst, 3 each; unclassified carcinoma, 
adenoacanthoma, cystadenoma, and isolated 
Darier’s disease, 2 each, and adnexal 
carcinoma, trichoepithelioma, spiradenoma, 
hidradenoma papilliferum, apocrine-gland 
adenoma, familial benign chronic pemphigus, 
seborrheic papilloma, nevus, folliculitis, and 
chronic dermatitis, 1 each. Keratoacanthoma 
and molluscum contagiosum were considered 
in the differential diagnosis. Two specimens 
were received without pathological diagnosis. 
It is important that 15 lesions, approximate- 
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ly 30%, were diagnosed as carcinoma of the 
skin, while 4 others carried a diagnosis with 
premalignant implications. The pathological 
diagnoses of nine lesions suggested origin 
from either eccrine or apocrine sweat glands, 
The diagnoses of malignant, premalignant, 


and sweat-gland tumors indicates that the 
lesion is confused less often with keratosis 
follicularis than with other entities. 
Sections from all the lesions stained with 
hematoxylin and eosin were practically iden- 
tical. Examination under the scanning and 
low-power lens revealed a sharply circum-} 
scribed, cup-shaped, tremendously enlarged 
pilosebaceous follicle extending deep into the 
underlying corium. Usually, a keratotic and 
parakeratotic plug filled the follicle except 
for a cystic space, or lacuna, formed supra- 
basally. Epithelial cells, singly and in 
groups, lay within the space. In most im- 
stances the lesion was limited to a single 
follicle; occasionally it involved an adjoining 
follicle. The lesion constantly involved the 
pilosebaceous follicle and was limited by 
the anatomical boundaries of that structure. 
In practically every instance remnants of 
hair could be seen within or passing through 
the lesion. Serial sections always showed 
connection with pilosebaceous structures. A 
thickened prominent granular cell layer 
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formed the boundary of the lesion near the 
skin surface but thinned out and disappeared 
toward the base. The stratum  Malpighii 


fied. Beyond this the lesion was rather 
sharply bounded by what appeared to be 
the connective tissue sheath of the follicle. 


root sheath and the connective tissue sheath 
of the normal functioning hair follicle. In 


seen emptying directly into the cystic cavity. 
This would be expected, since the sebaceous 


Fig. 9—An eosinophilic body in the cyto- 
plasm of the corps ronds suggests an in- 
clusion. The nucleus is absent; mag. 540 
(AFIP Acc. 185801, Neg. 57-6201). 
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Fig. 8—An eosinophilic body in the 
cytoplasm of the corps ronds suggests an 
inclusion. The nucleus is reduced in size 
and is eccentric; mag. X 540 (AFIP Acc. 
185801, Neg. 57-2991). 


glands are appendages of the outer root 
sheath of the hair follicle and normally open 
to the surface of the skin by way of the 
pilosebaceous canal. This relation between 
glands and cystic cavity would account for 
the crusting and recurrent drainage of foul- 
smelling cheesy material reported by many 
of the patients. 

Under higher power, the rather sharp line 
of demarcation was still seen, but far more 
striking was basal-cell hyperplasia and re- 
sultant papillomatosis. Multiple minute pro- 
longations extended into the basal epithelium 





from the suprabasal lacuna. In some areas 
the epithelium was arranged in whorls which 
simulated pearls and probably account for 
the incorrect interpretation of squamous-cell 
carcinoma. The small fronds which pro- 
jected into the lacuna were practically always 
covered by a single layer of cells. Occasion- 
ally, mitotic figures were seen in the lining 
cells and other areas of epithelial prolifera- 
tion. The core of the papillae was made up 
of normal collagen fibers, capillaries, and 
histiocytes, some of which contained melanin 
granules. The capillaries appeared dilated 
and extended to the tip of each papilla. 
This feature most likely explains the epi- 
sodes of bleeding, noted clinically, which 
usually are associated with trauma. Melano- 
cytes, clear cells, or melanin-bearing cells 
were not noted in the surface layer of the 
papillae. A zone of inflammatory infiltrate, 
made up of lymphocytes, plasma cells, histio- 
cytes, and occasional eosinophils, usually 
surrounded the hyperplastic epithelium with- 
in the lesion and ended abruptiy at the 
connective tissue sheath. The infiltrate occa- 
sionally extended into and occupied much of 
the papilla. Small nerves seen in relation 
to the connective tissue sheath probably 
supply the lesion with sensory fibers. This 
could account for the pain and burning 
sensation experienced by a few of the pa- 
tients. Eccrine sweat glands were noted in 
the corium adjacent to the tumor but were 
always outside the connective tissue sheath. 
Serial sections revealed no relation between 
the lesion and these structures. Apocrine 
glands were not identified in any of the sec- 
tions studied. Many of the epithelial cells 
contiguous with the basal cells covering the 
papillae and the squamous cells of the follicle 
and pilar structures had undergone acantho- 
lysis and showed dyskeratosis of the type 
seen in keratosis follicularis (corps ronds 
and grains). Many of the cells, singly and 
in groups, floated free in the lacuna, while 
others were entrapped in the parakeratotic 
and keratotic plug or in the granular cell 
layer at more superficial levels. 

Under high dry power and oil immersion 
the corps ronds were noted to contain an 
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eosinophilic hyalin-like cytoplasm and 4 
large, centrally placed, basophilic nucleug 
An additional feature in some was an eosin 
philic body in the cytoplasm, which su 
gested an inclusion. This inclusion see 
to develop at the expense of the nucled 
which was eccentric, much smaller, | 
absent. Various transitions from typicl 
corps ronds to grains were seen at all level 
of the lesion. 4 

Histochemical studies revealed the fob 
lowing facts. The Snook reticulum sta 
demonstrated a fine network of fibers in fh 
papilla and interspersed throughout the if 
filtrate within the boundaries of the lesion 
The reticulum seemed to be most concet 
trated immediately beneath the epide 
cells covering the dermal papilla. Masson's 
trichrome stain brought out the connective 
tissue collagen within the papillae, through- 
out the infiltrate, and in the sheath surround 
ing the lesion. Elastic tissue extended up 
to the connective tissue sheath but was never 
noted within the lesion. In sections prepared 
by the periodic acid-Schiff method epithe 
lium within the boundaries of the lesion, 
particularly that related to pilar structures, 
gave a positive reaction which was reduced 
by digestion with diastase. Demonstration 
of glycogen within the lesion in our material 
is in contrast to the results of Szymanski! 
who was unable to demonstrate glycogen 
in any part of the warty dyskeratoma exam- 
ined in sections prepared by the Montagna 
modification of the periodic acid-Schiff 
method. In our material Fontana’s stain 
demonstrated melanin granules in the dermal 
papillae, in the cells making up the pilar 
structures, and in some of those in the 
lacunae, but not in the cells covering the 
papillae. Oil red O staining of frozen 
sections gave additional evidence of the 
relation of the sebaceous gland to the 
lesion. Sections stained for acid mucopoly- 
saccharide revealed positive material within 
the pilar structures. Iron and amyloid were 
not demonstrated by special stains, nor were 
bacterial or fungal etiologic agents. The 
results of microincineration were not sig- 
nificant. 
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Fig. 11. — Sebaceous 
gland and upper portion 
of a pilar structure 
(prominent keratohyaline 
granules) with a common 
opening into the cystic 
lacuna. Basal-cell hyper- 
plasia, acantholysis, and 
dyskeratosis can be 
noted; reduced about 6% 
from mag. X 50 (AFIP 
Ace. 825159, Neg. 57- 
16834). 


Comment 


In view of the acantholysis and benign 
dyskeratosis that are among the distinguish- 
ing characteristics of this new lesion, we 
suggest that it be added to the generally 
accepted group of acantholytic-dyskeratotic 
diseases. We shall compare it with the dis- 
eases in this group with which it has been 
most often confused histologically to dem- 
Onstrate that it is a related but a separate 
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Fig. 10.— Sebaceous 
glands emptying directly 
into a cystic cavity lined 
by papillae. Remnant of 
a pilar structure is seen 
at left; reduced about 8% 
from mag. X 50 (AFIP 
Acc. 615759, Neg. 57- 
2162). 


entity. The isolated lesion has also been 
mistaken for sweat-gland tumor; therefore, 
we shali discuss the features which differ- 


entiate the two. 


Lever ® defines acantholysis as degenera- 
tion of intercellular bridges, with loss of 
coherence between epidermal cells, leading 
to formation of clefts, vesicles, and bullae in 
Such acantholytic changes 
are seen in pemphigus, Darier’s disease, 


the epidermis. 
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familial benign chronic pemphigus, virus 
bullae, senile keratosis, and adenoacanthoma 
of sweat glands. In the same text, Lever 
defines dyskeratosis as faulty keratinization 
of individual epidermal cells, which may be 
either of two types. One is seen in benign 
diseases; the other, in malignant diseases. 
“Benign” dyskeratosis occurs in Darier’s 
disease and occasionally in familial benign 
chronic pemphigus and is characterized by 
the formation of corps ronds and grains. 
“Malignant” dyskeratosis is most prominent 
in Bowen’s disease but also occurs in squa- 
mous-cell carcinoma, adenoacanthoma, and 
senile keratosis. It is seen as premature and 
atypical keratinization of individual cells. 
Benign Acantholytic-Dyskeratotic Dis- 
eases.—Keratosis follicularis (Darier’s dis- 
ease) was the most frequent initial diagnosis 
made histologically. Keratosis follicularis 
is essentially an epithelial process, its out- 
standing features being hyperkeratosis, 
parakeratosis, acanthosis, moderate acantho- 
lysis, benign dyskeratosis (corps ronds and 
grains), lacunae and spaces in the epidermis, 
and slight to excessive basal-cell hyperplasia. 
In reviewing the material at the Armed 
Forces Institute of Pathology for compara- 
tive purposes, 12 examples of hypertrophic 
Darier’s disease* and 51 examples of the 
usual variety of keratosis follicularis were 
studied. Histologically, lesions of hyper- 
trophic Darier’s disease have a remarkable 
resemblance to the isolated lesion, but subtle 
differences become apparent on closer study. 
In hematoxylin-and-eosin-stained sections 
the most noticeable difference is limitation of 
the isolated lesion to a single follicle, or 
occasionally two adjacent follicles, in con- 
trast to multiple areas of epidermal involve- 
ment, many extrafollicular, in keratosis 
follicularis. In hypertrophic Darier’s dis- 
ease the pseudoepitheliomatous hyperplasia 
is not necessarily confined within or to the 
pilosebaceous follicle. Generally a diffuse 
inflammatory infiltrate involves both the le- 
sion and the adjacent corium. In Snook’s 
reticulum preparations a rather diffuse pro- 
liferation of fibers was noted in both the 
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corium and the dermal papillae that project 
into the areas of epithelial hyperplasia 
Elastic fibers were noted in both the corium 
and the dermal papillae, whereas they were 
always extrafollicular in the isolated lesion, 


Familial benign chronic pemphigus was 
confused only once with the isolated lesion, 
Its outstanding features are parakeratosis, 
extreme acantholysis, occasional dyskera- 
tosis, extensive lacunae or cleft formation, 
and slight basal-cell proliferation. There ig 
some resemblance to the isolated lesion, but 


notable differences are the usual absence of! 


dyskeratosis and the presence of lacunae 
which are more extensive and usually con- 
fined to the epidermis, rarely, if ever, in 
volving the pilosebaceous follicle. 

Malignant Acantholytic and/or Dyskera 
totic Diseases ——Squamous-cell carcinoma 
was the diagnosis made initially on five of 
the isolated lesions. The distinguishing fea- 
tures of a more differentiated squamous-cell 
carcinoma are squamous-cell proliferation, 
mitotic figures, keratinization of individual 
cells, and marked pearl formation. Whorls 
of cells seen in the isolated lesion simulate 
squamous pearls and probably account for 
the incorrect interpretation. It is probably 
this same feature, with a predominant basal- 
cell proliferation, that accounted for the 
confusion of the isolated lesion with basal- 
cell carcinoma on five occasions. 

Adenoacanthoma was the initial diagnosis 
on two of the isolated lesions. It is dis- 
tinguished by its cup-shaped configuration 
and structures of proliferating glandular and 
squamoid epithelium. These glandular 
structures may appear as lacunae containing 
acantholytic and malignant ballooning 
dyskeratotic cells. The cup-shaped config- 
uration, lacuna-like spaces, and ballooning 
of dyskeratotic cells to simulate corps ronds 
probably account for the confusion with the 
isolated lesion. The distinct pleomorphism 
of the cells and nuclei indicate that the lesion 
is basically a carcinoma and not a benign 
lesion. 

Senile keratosis, a premalignant dyskera- 
totic lesion which occasionally manifests 
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acantholysis, was the diagnosis made initially 
on three examples of the isolated lesion. The 
distinguishing features are those of hyper- 
keratosis, alternating acantholysis and atro- 
phy, and one or more areas of acantholysis 
and cleft formation within the epidermis. 
Malignant dyskeratotic cells which have un- 
dergone acantholysis may be seen floating in 
the clefts, and atypical epithelial prolifera- 
tion projects into the dermis as short duct- 
like structures. These are the features that 
in all likelihood lead to confusion between 
senile keratosis and the isolated lesion. 

The acantholytic diseases of viral etiology, 
pemphigus and the malignant dyskeratotic 
lesion of Bowen’s disease, although having 
some features in common with the isolated 
lesion, were not a source of confusion. 

A variety of diagnoses suggested origin 
of the isolated lesion from either eccrine or 
apocrine sweat apparatus. In general, the 
benign neoplasms ascribed to the sweat 
glands lack the features found in the isolated 
lesion, but syringadenoma papilliferum is 
an exception, having been the suggested di- 


agnosis in four cases of our series. The 
points of confusion are that it is a single, 
somewhat circumscribed lesion having cystic 
spaces into which the epithelium evaginates 


as villus-like processes. The two-layered 
glandular epithelium, the dense plasma-cell 
infiltrate, the absence of acantholytic-dys- 
keratotic changes, and the rather frequent 
association with nevus sebaceus of Jadas- 
sohn and basal-cell carcinoma distinguish 
syringadenoma papilliferum. 

Classification of the Isolated Lesion.— 
The classification and possible etiology of 
this isolated lesion are speculative. It does 
not fit into any of the generally accepted 
classifications of benign adenoma of the 
adnexal structures. Constant involvement of 
the pilosebaceous follicle is not a salient 
feature of any isolated tumor currently de- 
scribed in the literature. The virtual ana- 
tomical restriction of the lesion to the head 
and neck is puzzling but might be explained 
by the rather dense population of piloseba- 
ceous follicles, which also characterize the 


Graham—Helwig 


sites of the few lesions not in the two com- 
mon locations. The absence of the lesion in 
children and adolescents, whose piloseba- 
ceous apparatus is not fully developed, is 
further evidence that an environment rich 
in these structures is essential to the devel- 
opment of the isolated lesion and suggests 
an endocrine influence. 

Szymanski ® regarded the lesion as a be- 
nign tumor, probably caused by a virus and 
closely related to verrucae. He reported ° 
histochemical studies that demonstrated the 
presence of deoxyribonucleic acid and ribo- 
nucleic acid in the nuclei and cytoplasm of 
the lining cells of the papillae. Good- 
pasture ! did not find definite morphological 
evidence of virus in our lesions, but he 
stated that the possibility of viral etiology 
could not be dismissed. Furthermore, he 
regarded the rather indefinite eosinophilic 
structures in the cytoplasm of epithelial cells 
about to undergo hyalinization, dissociation, 
or desquamation as suggestive of a viral 
etiology. 

The theory that the lesion is caused by 
an infectious agent, probably viral, seems to 
be the most tenable on the basis of its 
morphological, anatomical, histopathological, 
and histochemical characteristics. Since the 
lesion constantly involves the pilosebaceous 
follicle, its pathogenesis might well be an- 
alogous to that described for other viral 
lesions of the skin, such as molluscum con- 
tagiosum or verruca vulgaris. The infectious 
agent, probably a virus with an affinity for 
the pilosebaceous follicie, could make its 
entry between the external and internal root 
sheath and attack the epithelial cells as it 
invades downward, disrupting and eventually 
destroying the hair and sebaceous glands. 
The cellular changes would be epithelial 
hyperplasia and cell death, or the epithelium 
might remain ostensibly normal. These 
manifestations have all been recognized in 
the isolated lesion and are known to be 
associated with viral lesions of the skin 
generally. 

“Tsolated dyskeratosis follicularis,’ the 
name we propose for this lesion, seems to 
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be justified on several grounds. First, it 
avoids the term Darier’s disease (keratosis 
follicularis), the use of which invariably 
gives rise to confusion, since the eponym is 
also applied to the hypertrophic variety. 
Furthermore, keratosis follicularis is often 
looked upon as a misnomer for the disease 
described by Darier, because extrafollicular 
involvement is often more prominent than 
follicular. Even though the isolated lesion 
has a striking resemblance histologically to 
hypertrophic Darier’s disease, this in no 
way implies an etiologic or pathogenetic 
relation between the two. This situation is 
analogous to that which causes confusion in 
differentiating granuloma annulare from 
necrobiosis lipoidica diabeticorum and pem- 
phigus vulgaris from familial benign chronic 
pemphigus. Second, the lesion was single 
and isolated in all patients in this series and 
in those reported by others with one excep- 
tion, i. e., a patient of Szymanski’s ** with 
three discrete isolated lesions. Third, the 


lesion exhibits benign dyskeratosis and 
acantholysis similar to those described in 


Darier’s disease. Fourth, the lesion is con- 
stantly within the pilosebaceous follicle, 
never extrafollicular. Its growth and exten- 
sion seem to be definitely restricted by the 
connective tissue sheath. The term warty 
dyskeratoma, recently proposed,® seems to 
be inappropriate; for instance, in our group 
of 50 patients only 6 presented verrucous 
or papillomatous features morphologically. 
Dyskeratoma implies a tumor of unknown 
classification, unrelated to a specific anatom- 
ical structure. In selecting our title for this 
lesion, we avoided implications as to etiology 
because the present evidence seems inade- 
quate for any conclusion. If fresh tissue 
can be obtained from a patient with one of 
these lesions, techniques utilizing electron 
microscopy, tissue culture, and chick-embryo 
inoculation may produce information that 
will establish a more definite etiology. 


Summary and Conclusions 


Recently an acantholytic-dyskeratotic dis- 
ease has been recognized. It is reported heie 
as “isolated dyskeratosis follicularis.”” Ana- 
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tomically, the lesion is almost always located 
on the head or neck. Clinically, it is a 
small single brown isolated nodule and is 
usually confused with cystic lesions, senile 
keratosis, and basal-cell carcinoma. Drain- 
age, crusting, and bleeding are common 
manifestations, and local itching, pain, or a 
burning sensation are the usual symptoms. 
The lesion occurs predominantly in the older 
age groups, and its average duration is 
three and one-half years. The lesion was 
found in both white and Negro patients. 
Excision is the treatment of choice, for the 
lesion tends to recur after irradiation, desic- 
cation, and curettement. Follow-up study of 
36 patients for an average of 5.3. years 
yielded no evidence of malignant change, 
nor was there a hereditary background of 
Darier’s disease in any patient. Histologi- 
cally, the lesion strikingly resembles an 
individual lesion of hypertrophic Darier’s 
disease, to which it is not related but with 
which it is most often confused. It has also 
been confused with premalignant and malig- 
nant lesions of the skin and benign tumors 
of sweat glands. It always involves the pilo- 
sebaceous follicle. The etiology is thought 
most likely to be viral, although proof of 
this is lacking. On the basis of present 
knowledge, we believe that the term “iso- 
lated dyskeratosis follicularis” most aptly 
describes this entity. 

Armed Forces Institute of Pathology, Walter 
Reed Army Medical Center, 6825 16th St. NW. 
(25). 
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Keratoacanthoma Versus Squamous-Cell Carcinoma 


JOSE M. de MORAGAS, M.D.; HAMILTON MONTGOMERY, M.D., and JOHN R. McDONALD, M.D., 


Rochester, Minn. 


Keratoacanthoma is a skin tumor which 
after a period of rapid growth spontaneously 
involutes. It has certain clinical and histo- 
logic similarities to a low-grade squamous- 
cell carcinoma. It has been defined accurately 
in numerous papers,'® which contain a 
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Fig. 1—(a) Keratoacanthoma of six weeks’ duration. 


complete review of the literature. In these 
it appears as a benign tumor which, as 
such, lacks the tendency to progress that 
characterizes malignant growths. 

The close resemblance between kerato- 
acanthoma and the “button” type of 
squamous-cell carcinoma makes clinical dis- 
tinction between them difficult or impossible. 
During this study it became apparent that 
distinction is possible on pathologic grounds, 
even in early keratoacanthoma. Confusion 
between the two conditions has occurred 
previously in the experience of one of us 
(Montgomery) (Fig. 1a). ; 

This study was intended to furnish re- 
liable criteria of differentiation between ker- 
atoacanthoma and low-grade squamous-cell 
carcinoma. 


This lesion has been shown in 


Ormsby and Montgomery’s textbook, “Diseases of the Skin,” since 1943 as a typical example 
of squamous-cell carcinoma, Grade 1 (Broders’ method) ; however, reevaluation of its patho- 
logic appearance has proved it to be a keratoacanthoma. (Reproduced, with permission, from 
Ormsby, O. S., and Montgomery, H.: Diseases of the Skin, Philadelphia, Lea & Febiger, 
1954.) (b) Keratoacanthoma, single lesion. (c) Keratoacanthomas, multiple. A portion of 
the right hand is shown. Adjacent to the thumb there is a recent lesion, one of about two 
months’ duration. An involuted lesion is present on the index finger. The atrophic scar of a 


previous lesion is visible on the middle finger. 
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Method 


Four hundred thirteen biopsy specimens of 
squamous-cell carcinoma, Grade 1, from 388 pa- 
tients, and thirty-eight biopsy specimens of idio- 
pathic pseudoepitheliomatous hyperplasia from 39 
patients were taken at the Mayo Clinic in the 
years 1940 through 1949. Sections were reviewed 
separately by each of us, and it was agreed after 
clinicopathologic correlation that 10 lesions 
represented keratoacanthoma. One patient had 
several lesions, Clinical follow-up data were ob- 
tained on all 10 patients. Six more patients with 
keratoacanthoma, seen during the years 1955 and 
1956, were added; two of these had several lesions. 
No follow-up data were obtained on the six 
patients. 

A total of 16 patients were thus represented in 
the study. No patient with multiple self-healing 
squamous-cell epithelioma’ of Ferguson Smith 
was included. 


Observations 


Clinical Features —Of the 16 patients 10 
were more than 50 years of age and only 
1 was less than 40. There were 6 women 
and 10 men. One patient with several 
lesions had two on the shoulders. All the 


other patients had lesions exclusively on 


exposed areas, namely the face, dorsum of 
the hand, extensor surface of the forearms, 
and scalp. The duration of the clinical course 
of the lesion up to the time of excision 
varied from 3 to 24 weeks. None of the 
lesions recurred after excision. The clinical 
course of keratoacanthoma was characterized 
by a period of fast growth at the onset, a 
diameter of 1 to 1.5 cm. being attained 
within the first month of evolution; there- 
after the size did not increase. In patients 
with several lesions spontaneous involution 
of the ones left untreated occurred after 8 
to 28 weeks. 

The lesion of keratoacanthoma was uni- 
form in gross appearance (Fig. 1b), being 
a taised hemispheric tumor with a central 
keratinous plug and surrounded by a thin 
edge of raised normal epidermis. In pa- 
tients with several lesions (Fig. 1c) there 
were atrophic, slightly depressed, hypopig- 
mented scars without hair follicles as a 
fesult of spontaneous healing of previous 
active lesions. Signs of chronic exposure 
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Fig. 2—(a) Keratoacanthoma of three weeks’ 
duration, showing proliferative stage with ad- 
vanced changes toward keratinization. Hematoxylin 
and eosin; reduced about 14% from mag.  X 8. 
(b) Keratoacanthoma of three months’ duration, 
in the keratinizing stage. Most of the keratin has 
been extruded. Hematoxylin and eosin; reduced 
about 14% from mag. X 8. 


to the sun were often present on the skin 
surrounding the keratoacanthoma. In no 
instance could a history of bromide intake 
or exposure to a carcinogenic agent be 
elicited. 

Histologic Features——In order to inter- 
pret the histologic appearance of keratoac- 
anthoma correctly, two considerations were 
found to be important: (1) Vertical sec- 
tions had to be made through the center 
of the completely excised lesion to make 
the keratinous plug and peripheral edge 
visible, and (2) correlation between patho- 
logic structure and age of the lesions was 
fruitful in giving an understanding of the 
dynamics that govern evolution of the le- 
sions. 

The lesion as a whole may be described 
as an inverted cup-shaped structure with 
a peripheral hyperplastic epithelial wall sur- 
rounding a central keratinous plug (Fig. 2a). 
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It is located in the upper part. of. the 
corium, overlying the sweat glands, and is 
covered by a flattened, distended epidermis. 
The epidermis turns abruptly downward 
and centrally to become hyperplastic and 
form the wall that surrounds the central 
keratinous plug. Proliferation of epithelial 
cells occurs simultaneously with and preced- 
ing keratinization. Keratinization was pres- 
ent in all lesions, including one of only three 
weeks’ duration ; it started in the uppermost 
central area. The changing pathologic ap- 
pearance of keratoacanthoma (Fig. 2b) 
was the result of the interaction of these 
two phenomena, proliferation and keratini- 
zation. 

In the earlier lesions in the proliferating 
stage, phenomena of proliferation dominated 
the histologic picture. The bulk of the le- 
sion was formed by a central mass of hy- 
perplastic epithelium surrounded by cords 
of epithelial cells in finger-like projections. 
These projections were more numerous on 
the sides than at the bottom. The cells lo- 
cated at the periphery of the central mass 
and the cords showed signs of very active 
proliferation (Fig. 3a). The appearance of 
these cells has been one of the stumbling 
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blocks in distinguishing keratoacanthoma 
from squamous-cell carcinoma, Grade 1, 
They showed abundant mitotic figures, well- 
formed prickles, sparse cytoplasm, a large 
deep-stained nucleus, and prominent nu: 
cleoli. The cellular organization of the 
growth was well preserved. The basal-celf 
membrane was irregular and ill defined 
(Fig. 3b) only in areas where the epithelium 
was invaded by the inflammatory infiltrate; 
otherwise it was well preserved. Invasion 
of the epithelial growth by the dermal in- 
flammatory infiltrate that consistently sur- 
rounded it was more frequently massive 
(Fig. 3c) than discrete, with formation of 
intraepidermal abcesses. The streaming off 
of epidermal cells from the epithelial growth 
invading the dermis was not present. 
Keratinization predominates in older le- 
sions during the keratinizing stage. Keratini- 
zation starts in the uppermost central area 
with pronounced parakeratosis and a pecul- 
iar vacuolation of the epidermal cells. These 
cells Have an intensely eosinophilic cyto- 
plasm, present only at their periphery and 
surrounding a clear space with a centrally 
located pyknotic nucleus (Fig. 4a). In 
more advanced stages of keratinization the 


Fig. 3—(a) Keratoacanthoma of three months’ duration. Peripheral epithelial cord, 
numerous mitotic figures, preserved basal-cell membrane, and well-formed prickles are evident. 
Hematoxylin and eosin; reduced 22% from mag. XX 420. (b) Keratoacanthoma of two and 
one-half months’ duration. A peripheral epithelial nest and broken basal-cell membrane with 
severe inflammatory reaction are visible. Hematoxylin and eosin; reduced about 22% from 
mag. X 420. (c) Keratoacanthoma of three weeks’ duration, showing inflammatory cells in- 
vading the peripheral nests and cords of epithelial growth. Hematoxylin and eosin; reduced 


about 22% from mag. X 100. 
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Fig. 4—(a) 


tom 


Keratoacanthoma of three months’ duration showing area of keratinization 


hte An 


with marked vacuolation and pyknotic nuclei lying in the center of the vacuole. Hematoxylin 
and eosin; reduced about 22% from mag. x 125. (b) Keratoacanthoma, single lesion, of 
seven weeks’ duration, showing peripheral edge with complete keratinization and well-formed 
granular layer toward the center and infiltrating epithelial strands at the periphery. Hema- 
toxylin and eosin; reduced about 22% from mag. X 50. (c) Squamous-cell carcinoma, simu- 
lating keratoacanthoma. The disorganized epithelial growth and the more atypical character 


of the cells are not seen in keratoacanthoma. 


from mag. X 100. 


vacuolated cells are seen in decreasing num- 
bers. A well-formed granular layer (Fig. 


4b) appears interspersed among the areas of 


vacuolated cells, tending later to become 
continuous all along the hyperplastic epi- 
thelium. 

As mentioned above, there was a con- 
stant inflammatory response in the dermis 
surrounding the epithelial proliferation. 
The dermal reaction in the early lesions was 
characterized by edema and a cellular in- 
filtrate composed of polymorphonuclear 
leukocytes, lymphocytes, histiocytes, and 
plasma cells. In older lesions the number of 
fibroblasts increased, and fibrosis of the 
dermis was dense. Giant cells were absent 
in all cases. 


Comment 


The pathologist is asked to decide whether 
a lesion is a keratoacanthoma or a squamous- 
cell carcinoma. In the earlier stages of 
keratoacanthoma, when confusion between 
the conditions is more ‘prone to occur, it is 
usually not an easy decision, because, as 
Levy and co-workers * have stated, the his- 
topathologic picture of keratoacanthoma is 
highly suggestive of squamous-cell car- 
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Hematoxylin and eosin; reduced about 22% 


cinoma. We are in agreement with Beer- 
man,® who stated that the diagnosis of 
keratoacanthoma must be made only on the 
basis of cellular, clinical, and pathologic 
findings. 

Although keratoacanthoma grossly re- 
sembles the “button” type of squamous-cell 
carcinoma, several clinical factors may 
point toward keratoacanthoma. 1. The skin 
surrounding the lesion usually appears nor- 
mal, without the precancerous changes that 
in certain cases precede the onset of car- 
cinoma, 2. The rapid growth of a keratoac- 
anthoma to a diameter of 1 to 1.5 cm. in the 
short period of one to two months contrasts 
with the slower growth of a low-grade car- 
cinoma, 3. There is lack of involvement of 
the regional lymph nodes in spite of the 
fast growth of the primary lesion. 4. Once 
the lesion has attained its maximal size, it 
does not progress further, remaining un- 
changed for a period of time and hence 
lacking the tendency to continued progres- 
sion of a true malignant growth. 5. If the 
tendency to involute is already apparent, the 
diagnosis is quite obvious. 

In contrast, the clinical features of low- 
grade squamous-cell carcinoma are (1) the 
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preepitheliomatous changes of the surround- 
ing skin, (2) the slow rate of growth, (3) the 
presence of true ulceration, (4) the tendency 
to progress indefinitely, and (5) involve- 
ment of the regional lymph nodes. 

sisection of the gross specimen previous 
to embedding in paraffin may give signifi- 
cant information. Weidman® stated that 
with this procedure the bottom parts of a 
keratoacanthoma appear streaked (kera- 
tinized). On the contrary, squamous-cell 
carcinoma appears homogeneous, like raw 
potato, 

Histologically, from the earliest stage 
keratoacanthoma fulfills the criteria of rap- 
idly proliferating pseudoepitheliomatous hy- 
perplasia and lacks the true anaplasia seen 
in carcinoma, A disturbing feature to most 
pathologists is the presence of cords of 
epithelial cells surrounding the central epi- 
thelial mass, with numerous mitotic figures 
and some immaturity in the cells located at 
the periphery of the cord. However, a 
closer study of these peripheral cords will 
reveal that the organization of the epithelial 
growth is not disturbed. The cells remain 
attached one to another with well-formed 
prickles. The numerous mitotic figures are 
only bipolar and of normal appearance, and 
the ratio of the size of the nucleus to the 
size of the nucleoli remains unaltered. The 
basal-cell membrane is sharply limited and 
well preserved. In some areas the dermal 
inflammatory infiltrate permeates the epi- 
thelial growth, with inflammatory cells being 
found in between the epidermal cells. We 
are in agreement with Bowman and 
Pinkus © and with Helwig," who attached 
great significance to this phenomenon in de- 
ciding the benign nature of the growth. The 
sudden inversion with change from normal 
to hyperplastic epithelium at the edge of the 
central crater is a feature seen only in kera- 
toacanthoma. 

In our series a striking phenomenon seen 
in keratoacanthoma from the earliest stage 
of evolution was its tendency toward com- 
plete keratinization. This change is found 
first in the uppermost central area of the 
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tumor, but very soon it is found also inf 
the center of the isolated cords. This re 
markable maturation toward keratinization 
from the earliest stage and the inconsistency 
between the peripheral proliferation and 
the benign central crypt are the predominant 
features in keratoacanthoma.!” 

Squamous-cell carcinoma is  character- 
ized by cellular anaplasia with striking 
pleomorphism and disorderly cellular ar- 
rangement, which are not present in kera- 
toacanthoma’ (Fig. 4c). Other features 
found only in squamous-cell carcinoma and 
helpful in the distinction of the two con- 
ditions are (1) the lack of sharp outline 
between dermis and proliferating epithe 
lium, (2) the fact that the dermal imflam- 
matory infiltrate does not invade the 
epithelial growth, and (3) the fact that 
cells of the epithelial growth in some areas 
stream off and, pushing aside the inflamma- 
tory infiltrate, invade the adjacent corium, 

In the light of the clinical and pathologie 
criteria of differentiation detailed in the 
previous paragraphs, distinction of kerato- 
acanthoma in its earlier stages from low- § 
grade squamous-cell carcinoma was possible 
in all the cases of our series. The distinc 
tion between early keratoacanthoma and 
squamous-cell carcinoma has been consid- 
ered impossible by some authors.!* The § 
lack of clinical data or inadequate pathologic 
specimens make the distinction difficult or 
impossible. Distinction of keratoacanthoma 
in advanced stages of keratinization, with | 
its benign appearance, offers no problem to 
an experienced pathologist. 


Summary 


The clinical similarities between keratoac- 
anthoma and squamous-cell carcinoma make 
distinction of these entities on clinical 


» grounds alone difficult or impossible. A 


review of the experience of observers at the 
Mayo Clinic in a period of 10 years sug- 
gests that differentiation of these entities is 
possible on pathologic grounds, even when 
keratoacanthoma is in the earlier stages. 
The clinical and pathologic criteria useful | 
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in distinguishing between the two entities 
are presented. 


Mayo Foundation. 
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Cutaneous Papillomatosis 


Nummular and Confluent Variety 


ROYAL M. MONTGOMERY, M.D., and ALEX W. YOUNG Jr., M.D., New York 


Reports of cutaneous papillomatosis are 
rarely found in the American literature. 
Wise and Sachs? described the first case 
of the disorder (confluent and reticulated 
variety) * to appear in this country in 1937, 
and Young *® recorded the second. Leavitt ° 
presented a possible example in 1956. 

The patient reported herein exhibited an 
eruption which clinically suggested the num- 
mular and confluent variety of cutaneous 
papillematosis and histologically coincided 
with earlier observations of this disorder. 
This form of cutaneous papillomatosis has 
not hitherto been presented in our literature. 


Report of a Case 


The patient is a 94-year-old Negro boy. He 
was first observed in August, 1956, at which time 
he presented an asymptomatic eruption located 
upon the extremities, trunk, and face. The derma- 
tosis had first appeared in 1954 on the face (about 
the eyes and mouth) and spread to its present con- 
fines within a period of several months. 

There is no contributory information to be 
found in the family history. Past history disclosed 
that the patient had been treated elsewhere for a 
recurring skin eruption which lasted from the age 
of 3 months to 5 years. According to the patient’s 
family, this was a pruritic “blister condition” ap- 
pearing on the trunk and extremities, especially the 
lower. Although no definitive diagnosis was made, 
papular vesicular urticaria was suspected, In 1955 
the patient was given scratch tests for sensitivity 
to the early grasses because of an allergic rhinitis. 
Subsequent desensitization was carried out. 

Examination revealed the skin of the chest, 
abdomen and back, arms and forearms, neck, and 
face to be involved. The axillae and groin were 
clear; the scalp, palms, and soles were unaffected, 
as were the mucosal surfaces. The dermatosis 
consisted of numerous round or oval pigmented 
well-defined lesions having a diameter of 1 to 4 
cm. In some areas, the lesions appeared to be con- 
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Fig. 1—The lesions are dispersed over the ex- 
tremities, trunk, neck, and face. 


fluent and seemed to parallel the lines of cleavage 
in their longest diameter. The surface of the 
lesions was raised above the surrounding skin and 
had a velvety feel. The lesions were finely ver- 
rucous with a minute lamellated hyperkeratotic 
scale that could be removed by scratching. There 
was no urtication following rubbing, no erythema, 
and no infiltration (Figs. 1 and 2). 

Routine blood studies and urinalysis were within 
normal limits. The blood cholesterol was 175 mg. 
per 100 cc., and the cholesterol esters were 89%. 
Protein-bound iodine was 4.5ug. per 100 cc. The 
serologic reaction for syphilis was negative. 

Physical examination of the patient upon several 
occasions was within normal limits, except for 
the skin condition and a moderate elevation of 
weight (123 Ib.). 

Biopsy of a typical lesion showed the epidermis 
to be acanthotic and verrucous and covered by a 
moderately increased loosely laminated horny layer. 
The rete pegs were broadened. The granular 
layer consisted of a single row of cells, The basal- 





CUTANEOUS PAPILLOMATOSIS 


Fig. 2—The axilla is free of lesions. Tendency 
toward confluence is seen. 


cell layer showed an uneven palisade arrangement 
but was otherwise unchanged. The prickle cells 
were small and round, and their nuclei were well 
marginated; intercellular filaments were obscured 
or absent. The vessels of the upper cutis and papil- 
lary capillaries were slightly dilated; the endo- 
thelial cells were vesicular. There was moderate 
interstitial edema in the upper cutis and a sparse 
focal exudative cellular infiltration. No tinctorial 
changes were identified (Fig. 3). 

The patient was put on a reducing diet and 
subsequently lost 10 Ib. within five months. His 
height increased normally, and in July, 1957, he 
weighed 120 lb. He now appears to be a well- 
built child but is not overweight. The use of 1.5% 
salicylic acid ointment for about 10 months pro- 
duced no appreciable change in the dermatosis. 
However, no progression could be detected, and no 
new lesions appeared. 


Comment 


Three groups of cutaneous papillomatosis 
were described by Gougerot and Carteaud in 
1932.7 Group I is punctate, pigmented, ver- 
rucous papillomatosis; Group II is confluent 
and reticulated papillomatosis; Group III is 
nummular and confluent papillomatosis. 


The case presented here shows a derma- 
tosis which clinically suggests an early 
manifestation of the nummular and confluent 
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Fig. 3.—The epidermis is acanthotic and ver- 
rucous. It is covered by a loosely laminated, 
hyperkeratotic, horny layer. The nuclei of the 
prickle cells are well marginated. The palisade 
— is intact. The reaction in the cutis is acel- 
lular. 


variety of cutaneous papillomatosis. The 
histological picture conforms to earlier con- 
cepts of this group of diseases. In making a 
differential diagnosis, urticaria pigmentosa, 
drug eruption, and tinea versicolor must be 
considered. 

Urticaria pigmentosa usually begins earlier 
in life. The lesions are not verrucous and 
show no hyperkeratotic scale. Typical urti- 
cation is noted when the lesions are rubbed, 
and erythema, xanthochromia, and infiltra- 
tion may be present. A drug eruption or- 
dinarily is not as persistent or unchanging 
over such a period of time (three years) as 
the dermatosis described here. Repeated 
questioning in this case had disclosed no 
medicaments of any kind. Tinea versicolor 
shows fine scaling or parakeratosis and posi- 
tive microscopic preparations. Occurrence 
beyond the trunk is not common. 

The microscopic picture in this case co- 
incides with previous observations. The main 
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features are as follows: 1. The epidermis 
is acanthotic and verrucous., 2. The horny 


layer shows a lamellated hyperkeratosis. 3. 


The palisade layer is intact but may reveal 
alterations in configuration. 4. The reaction 
in the cutis is essentially acellular. 

These characteristics place cutaneous 
papillomatosis with the acellular-epidermal 
process in which the principal evidence of 
the disorder is to be found in changes within 
the epidermis, while little or no cellular 
reaction is seen in the cutis, It is upon this 
basis that cutaneous papillomatosis may be 
distinguished from the disorders with which 
it might be confused clinically. 

Differentiation from acanthosis nigricans, 
however, may be difficult if not impossible. 
Separation by degree of reaction, rather than 
type of process to which both belong, is 
conceivable. In acanthosis nigricans the 
epidermis may be thinned, with adjacent 
thickening, and the granular layer may be 
absent. The horny layer shows a loosely 
laminated hyperkeratosis, and intracellular 
edema in the rete layer is more pronounced 
than in cutaneous papillomatosis. The pali- 
sade layer in acanthosis nigricans may be 
disturbed and pigmentation may be more 
marked than has been observed in the latter 
disorder. A more profuse small round-cell 
infiltration with chromatophores is also seen 
in acanthosis nigricans. 

Although the cause of cutaneous papil- 
lomatosis is not known, endocrine imbalance 


A. M. A. ARCHIVES OF DERMATOLOGY 


has been mentioned.'? Glandular changes 
could not be identified in this case; however, 
they were suspected. 


Summary 


The first American case which may be 
classed as an early manifestation of thej 
nummular and confluent variety of cutaneous J 
papillomatosis is presented. The histopatho- 
logical features of this disorder place it 
with the acellular-epidermal process. 


57 W. 57th St. (Dr. Montgomery). 
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The Parasitism of the Ringworm Group of Fungi 


A. J. E. BARLOW, M.D., Huddersfield, England, and F. W. CHATTAWAY, Ph.D., Leeds, England 


The role of the dermatophytes in those 
conditions recognized clinically as ringworm 
has been appreciated for over 100 years, and 
the whole subject has, during this time, been 
a source of continued interest both to 
dermatologists and to mycologists. It is, 
therefore, surprising that we still know so 
little about the factors which determine and 
control the parasitism of these fungi and 
should still be quite unable to reproduce 
parasitic patterns of growth in vitro. 

There has, during the last few years, been 
considerable reorientation of thought re- 
garding these infections. It is now generally 
considered that this group of fungi is es- 
sentially necrophilic (Pillsbury, Shelley, and 
Kligman, 1956) and -that their growth is 
therefore restricted to what are usually con- 
sidered the dead parts of the skin—in other 
words, to fully formed soft and hard keratin. 
Assuming this to be so one would therefore 
expect that it should be possible to reproduce 
in vitro the patterns of growth which the 
dermatophytes so characteristically show in 
vivo. However, this is not so, for growing 
on these keratins removed from the body the 
dermatophytes show a saprophytic mode of 
growth; the manner of invasion is different; 
the characteristic arthrospores are not 
formed, while those fungi which parasitically 
produce 1iuorescent substances fail to do so 
in culture. 

Similarly, it is felt that in modern society 
all persons are exposed to these infections 
and are therefore “at risk” (Sulzberger and 
Baer, 1955). Why then should only a few 
persons develop clinical disease, the vast 
majority remaining free from infection? 
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Why also should it be possible in certain 
cases to demonstrate fungi growing in the 
skin of persons who do not show clinical 
signs of infections, their skin apparently 
forming a medium on which the mold grows 
saprophytically? Further, during the last 30 
years, a great deal of attention has been 
paid to the treatment of these infections. 
Numerous fungicides shown to be potent 
in vitro have been adapted for clinical use, 
but invariably the results have been far 
from satisfactory. Indeed, few would dis- 
agree with the statement that during this 
time there has been no notable advance in 
treatment, in spite of the great amount of 
attention which has been paid to it. 

The subject is obviously many-sided, and 
the answer to many of the problems would 
seem to lie in a greater understanding of the 
biochemistry of the host-parasite relation- 
ship. The morphology of this was studied 
in intensive detail by many observers in the 
latter part of the 19th and earlier part of 
the 20th century, the subject being reviewed 
with beautiful accuracy by Sabouraud 
(1910). More recently this work has been 
extended and confirmed experimentally on 
human subjects by Kligman (1955) and the 
method of spore formation in the hair root 
demonstrated with great clarity. There is, 
however, scarcely any knowledge of the 
biochemical factors which appertain and 
which must be responsible for the morpho- 
logical patterns which are now so well 
recognized. 

The subject is, we feel, complicated by 
the different approaches of the clinician on 
the one hand and the mycologist on the 
other. The bulk of the original observations 
were carried out by clinicians who were 
essentially interested in the parasitism of 
the fungi, the details of pure mycology being 
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of secondary importance. Their material was 
the heterogeneous group of lesions in which 


they were able to demonstrate fungus either - 


microscopically or culturally. The very wide 
variation which the molds show in artificial 
culture gave rise to the naming of a con- 
tinuous stream of new species, and so Gre- 
gory (1935) was able to cull from the 
literature 184 separate species. It was ap- 
preciated that no one species consistently 
produced the same type of lesion and also 
that apparently identical lesions would be 
caused by different species, and so it was 
impossible fully to correlate clinical and 
mycological classifications. 

The first attempt to produce a systematic 
classification was made by Sabouraud 
(1910) in which he based his criteria on a 
mixture of clinical and mycological factors. 
“Generic distinctions were based upon 
morphology and distribution of the fungus 
in parasitic life in the infected hair, whilst 
species determination rested mainly upon 
the macroscopic character of colonies vege- 
tating upon special media” (Duncan, 1948). 
From a clinical point of view, this system 
undoubtedly had its merits, and it. still 
forms a basis of approach for the majority 
of dermatologists. This type of classification 
is not, however, acceptable to the mycologist, 
who requires the fulfillment of specified 
botanical criteria. There have, therefore, 
been several alternative botanical classifica- 
tions dependent on some detail regularly 
produced in artificial culture, the classifica- 
tions of Langeron and Milochevitch (1930) 
and Emmons (1943) being the most widely 
accepted. This subject has been well re- 
viewed by Gregory (1935) and Duncan 
(1948). Unfortunately botanical classifica- 
tions are of little assistance to the clinician, 
and, hence, clinical lesions have tended to be 
described by a wide variety of names. For 
example, if we consider ringworm contracted 
from cattle, we may find it described as 
cattle ringworm, tinea circinata, kerion, ecto- 
thrix ringworm, or according to the species, 
e. g., infection by Trichophyton verrucosum 
var. discoides. 
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Reviewing the descriptive terms in cur- 
rent use, we find the following groups : 

(a) Omnibus names, e. g., ringworm, dhobie 
itch, athlete’s foot; various and descriptive terms, 
such as foot rot, Hong Kong foot, etc. 

(b) Names based upon the species, e. g., Tricho- 
phyton rubrum infections 

(c) Names based upon genera of fungi, e. g, 
trichophytosis, microsporosis, epidermophytosis 


(d) Names based upon the source of infection, § 


e. g., cattle ringworm, mouse favus 

(e) Names based upon the region affected, e. g, 
tinea corporis, capitis, cruris, pedis, etc. 

(f) Names based on the appearance of the lesion, 
e. g., kerion, vesicular and eczematous ringworm 

(g) Names based on the mode of invasion of 
the hair root, e. g., ectothrix, endothrix. 

Such diversity of nomenclature is of itself 
confusing and obscures basic understanding 
of the subject. Essentially we have a group 
of molds which are able to grow in the soft 
keratin of the horny layer whence some 
may invade either the hair follicle or the 
nail plate. The clinical picture which de 
velops is due to two main groups of factors: 
(a) the physical damage which the invading 
fungus produces in the soft and hard keratin 


and (b) the reaction of the host to this § 


invasion. 

The former group includes broken or 
damaged hair and nail and possibly scaling 
and hyperkeratosis. The latter includes the 
classical signs of inflammation, of hyper- 
sensitivity, and possibly of immunity which 
may occur in infection by any organism. 

If the subject is regarded in this light it 
would seem logical that the mycological and 
clinical aspects should be separated. Botani- 
cal criteria should determine the classifica- 
tion of the fungi themselves, while the 
classification of clinical lesions should fall 
into line with that of any infection. This is, 
incidentally, the conclusion reached after 
many years of painstaking work by Vuil- 
lemin (1931). He finally formed the opinion 
that the two classifications should be separ- 


ate, and it is interesting that in his opening | 


chapter he says “La pathogénie est sous la 
dépendance de ses propriétés biologiques, de 


sa répartition dans l’organisme, de la nature — 


des relations qui s’établissent entre le para- 
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site et son hdte, notamment des réactions 
provoquées par ce dernier.” * 

From a clinical angle the dermatophytes 
would seem to fall into two main groups: 

i. One group consists of those which 
restrict their growth to the soft keratin 
of the horny layer and do not normally 
invade the hair, although they may invade 
the nail plate. This group is exemplified by 
ringworm of the hands and feet, with possi- 
ble nail infection. 

2. The other group contains those which 
normally invade the hair follicle; their 
growth in soft keratin is relatively short- 
lived. One includes in this group ringworm 
of the scalp and body, whether of animal 
or human origin. 

Each of these groups may be further 
subdivided according to the degree of reac- 
tion the host develops. In the first group, 
hypersensitivity reactions are common; in 
the second group, acute inflammation is 
more usual. 

The anthropophilic fungi, for which man 
is the normal host, usually cause minimal 
reaction, while those which are normally 
parasitic on animals, the zoophilic fungi, 
for which man is only an occasional host, 
generally provoke inflammatory reactions. 


Physical Signs of Damage to Keratin 


The signs of physical damage which may 
occur in soft and hard keratin vary accord- 
ing to the site of infection and are con- 
veniently considered in relation to the horny 
layer, to the nail, and to the hair follicle. 

(a) Parasitic Growth in the Soft Keratin 
of the Horny Layer.—Active mycelial 
growth is restricted to the dead horny layer, 
and there is little evidence of any invasion 
of the living cells of the epidermis. Growth 
takes place through the keratin, probably by 
enzymic digestion, and it is difficult to assess 
the amount of damage which this produces 


*The pathogenesis depends on its biological 
properties; on its distribution in the organism; on 
the nature of the relations which are established 
between the parasite and its host, particularly on 
the nature of the reactions called forth by the 
latter. 
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in the fabric of the horny layer. Clinically 
it is occasionally possible to demonstrate 
fungus microscopically in what appears to 
be a normal skin surface. Scaling, when it 
occurs, may be the result of mechanical 
damage, although it would seem more fre- 
quently to be the result of the host’s in- 
flammatory reaction. It is difficult to 
understand the mechanism by which hyper- 
keratosis of the palms and soles occurs, but 
one possible explanation could be that fungal 
growth in some way inhibits the normal 
desquamation of the epidermis. 

(b) Parasitic Growth on the Hard Kera- 
tin of the Nails.—Invasion takes place from 
the infected horny layer, and different 
species are said to penetrate to different 
levels. With superficial invasion there is 
slight loss of translucency of the nail plate, 
but with deeper invasion the nail becomes 
lusterless and friable, with separation of 
upper and lower nail plates. The former may 
be broken, and the latter may consist of 
heaped up irregular masses of keratinized 
cells. The exact depth of penetration in 
relation to keratinization is not known, but 
certain species have been shown (Sagher, 
1948) to undergo sporing in the deeper 
regions, suggesting a parallel to the sporing 
which occurs in the hair follicle; similarly, 
those species which cause fluorescence of the 
hair shaft when growing in the follicle also 
cause the nail to fluoresce (La Touche, 
1952). 

(c) Parasitic Growth in Hair Follicles.— 
Parasitic growth also occurs by invasion 
from the infected horny layer. Mycelium ac- 
cumulates in the upper third of the follicle 
and thence invades the lower two-thirds, 
the pattern of invasion following one of two 
main channels. In the first, the shaft of the 
hair itself is invaded by mycelium almost to 
the level of the bulb. In the second, mycelial 
growth is around rather than within the 
shaft and extends to a similar depth. The 
biochemical circumstances in the region are 
such that all species undergo spore forma- 
tion—the former group within the shaft 
of the hair, an endothrix pattern; the latter 
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around the shaft of the hair, an ectothrix 
pattern, Provided that there is no reaction 
on the part of the host, the rate of down- 
ward growth of the fungus exceeds that of 
the outward growth of the hair and infection 
persists, spores being laid down in a position 
characteristic for the species. 

It is stated that infection is always limited 
to fully keratinized tissues and that the 
prekeratinized tissues are not invaded, al- 
though, unfortunately, this point has never 
been adequately demonstrated. However, in- 
vasion does cause damage to the shaft of the 
hair, and so, as a result of loss of rigidity, 
in many instances it breaks either in the 
upper third of the follicle or close to the 
mouth of the follicle. In the long terminal 
hair such damage may be clinically visible 
as an apparent alopecia, but it may pass un- 
noticed where the hair is short and fine, as 
on the glabrous skin. 

Some species so alter the cortex of the 
hair that it fluoresces a brilliant green when 
viewed in Wood’s light (Margarot and 
Devéze, 1925). This has been shown to be 
due to the accumulation within the cortex 
of a number of fluorescent compounds, that 
showing the brightest fluorescence being 
common to all species and the production 
of the others showing variation between 
species (Chattaway and Barlow, 1954). 
Such fluorescence has not been reproduced 
in vitro and may either be due to products 
of keratin digestion or, alternatively, of 
fungal metabolism possibly associated with 
spore formation. 


Reaction of Host to Infection 


Natural Resistance to Infection —It is 
now accepted that most persons are exposed 
to infection and that only a small percentage 
develop clinical disease. There must, there- 
fore, be some protective mechanism in the 
horny layer of the majority of people which 
prevents infection, although its nature is 
not known. How far there is variation in 
the intrinsic quality of keratin between 
persons is extremely difficult to assess, but 
this could be a factor determining host 
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specificity and an explanation of the undue 
susceptibility which certain people. show. 

Since soft keratin is continuously des- 
quamating, the presence of fungistatic sub- 
stances in this layer would be adequate to 
prevent infection. In recent years consider 
able attention has been paid to the unsatur- 
ated fatty acids present in sweat and sebum § 
We do not know whether their secretion 
varies from person to person, but there is 
evidence (Rothman et al., 1947) of their 
increased secretion after puberty, and this 
has been adduced as an explanation of the 
spontaneous cure of Microsporum infections 
which usually occurs after that age. There 
are several other possible sources of fungi- 
static substances, including antibiotics pre 
duced by the resident bacteria and yeasts 
normally present in the skin, as well as 
substances other than the fatty acids present § 
in the sweat, in the sebum, or among pro- 
ducts of the cellular disintegration which 
occurs in the epidermis. 

The Reaction Once Infection Has Oc 
curred.—Clinically the host’s reactions may 
be seen in a wide variety of lesions which § 
fungal infections produce, but the exact 
mechanism by which such reactions are pro- 
voked is not clear. Since the fungus nor 
mally invades only the dead inert hard and 
soft keratin, any reaction must be due to 
substances produced by the fungus diffusing § 
into the deeper tissues; these could be either 
by-products of the parasitic metabolism of 
the fungus or, alternatively, breakdown pro- 
ducts of digestion of the horny layer. 
Numerous attempts have been made to ex- 
tract such substances from fungi in artificial 
culture, and various antigenic trichophytins 
have been developed. Several of these are 
specific to a species, while others are com- 
mon to all the dermatophytes. They have 
been used in order to assess host sensitivity 
particularly widely in America, where post- 
tive reactions have varied from 27.4% to 
42.53% (Goldsmith and Hellier, 1954). 
Similarly they have been tried in active 
fungus infections but without any significant 
therapeutic action. There is, however, no 


Vol. 77, April, 1958 





PARASITISM OF RINGWORM FUNGI 


reason to believe that such extracts are 
responsible for the reactions in normal para- 
sitism. Indeed, the wide variation in reaction 
to the anthropophilic and zoophilic groups 
suggests that there must be very wide varia- 
tion in the production of toxic substances 
by species. 
| The nature of the reaction will naturally 
vary according to the site at which these 
toxins are produced, and therefore a fol- 
licular reaction will differ from an epidermal 
reaction. There does, however, seem to be 
considerable difference between the two 
groups, for, as already emphasized, those 
fungi which normally invade the follicle 
usually produce a reaction of inflammation. 
From the point of inoculation they grow 
through the horny layer, leaving in their 
wake erythema, with scaling and occasionally 
blister formation. In their passage invasion 
of the follicle takes place, but the fungus 
does not seem to grow back through the 
same area of horny layer again; hence, 
epidermal infection is- short-lived and the 
fungus is, as it were, cut off in the follicle. 
The horny layer, once invaded, therefore, 
seems to become immune at least for a time 
to further invasion, although whether this is 
due to alteration in the keratin or to staling 
products produced by fungal growth re- 
quires elucidation. 

The reaction to follicular invasion is in 
the nature of a folliculitis of varying degrees 
of acuteness. It is most acute in infections 
by animal fungi, particularly those con- 
tracted from cattle, in which an acute fol- 
liculitis with destruction’ of the hair root 
may occur, Less acute reactions develop with 
other animal species, while the anthropo- 
philic Trichophyton schoenleini produces a 
characteristic low-grade folliculitis which 
progressively destroys hair follicles. Varying 
degrees of scarring alopecia may result from 
all these reactions. 

In contrast to the first group, those fungi 
which do not normally invade the hair fol- 
licle do not seem to give rise to an equivalent 
local immunity when growing in the horny 
layer. Their normal site of election is the 
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sole of the foot, and in this site they are 
able to grow freely through the same area 
of skin without leaving any zone of in- 
hibition in their wake. Reactions are gener- 
ally less evident and less frequent, but when 
they do occur they consist of erythema, 
scaling, vesiculation, and, occasionally, hy- 
perkeratosis. Scaling and vesiculation would 
seem to be more in the nature of an ecze- 
matous contact reaction than due to acute 
inflammation. This group appears to produce 
toxins to which epidermal cells may become 
sensitive, and hypersensitivity reactions are 
frequent, There does not appear to be any 
generally accepted explanation of why one 
person should become immune to an antigen 
while another becomes hypersensitive, al- 
though many authorities (Oakley, 1956) 
consider that immunity depends upon the 
presence of circulating antibodies and that 
hypersensitivity occurs when these are ab- 
sent from the circulation but present in the 
tissues fixed on cells. Antigen fixation, 
therefore, occurs on the cell wall, with 
resultant sensitivity reactions. The epidermis 
would seem to be an ideal site for such 
reactions, particularly where the antigens are 
being elaborated in the horny layer. Thus, 
where fungal growth in the horny layer 
produces antigens to which the epidermis 
has become sensitive, fixation will be likely 
to occur on the cell walls, with subsequent 
eczematization reactions. 


Comment 


It is, we feel, a paradox that although our 
control of infections in general has in- 
creased so dramatically during the last 30 
years there is no equivalent increase in the 
control of fungal diseases. Indeed, many 
authorities consider that they are on the 
increase, so much so that ringworm of the 
feet has during this time become an occupa- 
tional hazard among coal miners in this 
country (Gentles and Holmes, 1957). 

When we consider the parasitism of the 
dermatophytes, we can only be impressed 
by the large number of variables present 
and the wide differences which exist between 
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parasitism and the conditions normally used 
for saprophytic growth. The horny layer, 
hair, and nails are, by many authorities, con- 
sidered to be dead, inasmuch as they do not 
show vital cellular structures. Removal from 
their normal contact with living tissues does, 
however, cause some alteration in them, for 
once this has taken place the pattern of 
fungal invasion immediately alters, an ob- 
servation which raises the question as to 
whether these fungi should truly be 
described as necrophilic. 

The parasitic medium is essentially a thin 
sheet of soft keratin scattered evenly 
through which are plugs of hard keratin. 
It is customary to say that both hair and 
nail consist of hard keratin and to consider 
them identical structures chemically although 
there are very obvious differences in their 
physical properties and their keratogenous 
zones do not appear identical. It is particu- 
larly interesting, therefore, that those fungi 
which invade the follicle rarely invade the 
nail plate, while those which do not normally 
invade the follicle are frequently found in 
nail. This, we feel, suggests that there may 
be chemical as well as physical differences 
between these two structures. All keratins 
are continually being produced by a process 
of cellular disintegration varying according 
to the type being synthesized. The horny 
layer itself, therefore, consists of soft kera- 
tin and the by-products of cellular disinte- 
gration of epidermal cells, the whole surface 
being impregnated by various constituents 
of sweat and sebum which flow over it. 
This sheet forms a medium for the growth 
of saprophytic bacteria and yeast, and the 
by-products of their growth will modify to 
an unknown extent its chemical composition. 
A similar growth of saprophytic organisms 
takes place on the surface of the hard kera- 
tin of hair and nails and may cause some 
modification of the outer layers of these 
structures. Their composition, however, is 
such that their substance is unlikely to be 
penetrated to any depth, and the deeper 
layers will consist principally of hard keratin 
with the by-products of the cellular dis- 
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integration which occurs in the hair folli¢e 
and nail bed. 
_ These parasitic media are obviously very 
far removed from the routine Sabouraudy 
medium and numerous other media used fo 

culture. They have, for example, a le 

sugar content, while most artificial medi 
contain sugar in abundant supply. Equally, 
there is no resemblance between _ their 
sources of nitrogen or any similarity unde 
normal cultural conditions in their relative 
humidities or degrees of aeration. Tempera 
ture variation occurs, too, since it is nearly 
always customary to grow the dermato 
phytes at a temperature well below that of 
the human body. 

Just as there are very numerous variable 
in the parasitic medium so we find almost 
an equal number of variables in the dermato- 
phytes themselves. Most of our detailed 
knowledge about this large heterogeneous 
group has been developed from their be 
havior in artificial culture in which their 
growth patterns can be seen to differ widely 
on identical media. Such variation is not 
only between species but also within species, 
and so, as already emphasized, many of 
these variants have already been described 
as separate species. It is not, therefore, in 
the least surprising that a group of organ 
isms which shows such very wide diversity 
of growth on carefully controlled media§ 
should show equally wide diversity on the 
complex media which they encounter in thei 
parasitic life. For example, a species which 
normally invades the follicle may occasion- 
ally be found in the nail without evidence 
of follicular infection and, similarly, one 
whose growth is normally restricted to the 
horny layer may sometimes be found invad- 
ing follicles. 

Reviewing the literature we find many 
descriptions of these unusual patterns, but 


allowing for the large number of variables 


present we feel that it should be possible 
to encounter almost any type of reaction 
with any species. 

In this paper we have attempted to de 
scribe some of the problems of fungus in- 
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fections by an analysis of the host-parasite 
relationship and to emphasize the view that 
a greater understanding of the parasitic be- 
havior of these organisms is essential. The 
details of pure mycology, while necessary 
for identification, tend to obscure such an 
understanding, since they are basically con- 
cerned with the interrelationship of the 
fungi themselves rather than with the impact 
of these organisms upon their parasitic 
hosts. Why, for example, should one group 
normally restrict its growth to soft keratin 
while the other in addition attacks the hair 
follicle? How does T. rubrum differ from 
Trichophyton mentagrophytes and Epider- 
mophyton floccosum in producing minimal 
host reaction and intractable infections? 
Why should T. verrucosum almost invaria- 
bly produce acute inflammatory reactions 
which are self-curative while Trichophyton 
sulfureum can grow for long periods in the 
hair follicle without producing any clinically 
obvious reaction in the host? What have the 
microspora and T. schoenleini in common, 
being the only fungi which when growing 
in the hair follicle produce identical fluo- 
rescent compounds although belonging to 
different genera? 

Elucidation of these problems requires 
much more comparative knowledge of the 
metabolism of the dermatophytes as well as 
of the biochemical circumstances of the 
parasitic medium and their effect on fungal 
growth, and we are at present attempting 
investigations on these lines. 

Dr. J. T. Ingram and Prof. C. L. Oakley gave 
helpful criticism and advice. 


Vernon House, 40 New North Road, Hudders- 
field, England. 


Barlow—Chattaway 
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An Evaluation of Meprobamate in the Management 


of Selected Dermatoses 


F. T. BECKER, M.D.; M. G. FREDRICKS, M.D.j; J. F. SCHMID, M.D., and J. L. TUURA, M.D., Duluth, Mi 


Introduction 


When the ataractic (tranquilizing) drugs 
were developed, they were alleged to offer 
alleviation of anxiety, emotional stress, and 
nervous tension, which so often play an 
important role in the production or per- 
petuation of various dermatoses. These 
drugs were claimed to be safe and free of 
side-effects, and it was claimed that they 
did not produce habituation. These factors 
stimulated us to evaluate the effects of 
meprobamate * in selected dermatoses, and 
the results of its administration in 260 
patients are reported, 


Drug 


Meprobamate is a simple aliphatic com- 
pound and is the decarbonic ester of 3-0- 
toloxy-1,2-propanediol (mephenesin). Me- 
probamate produces muscle relaxation, and 
animal experiments have demonstrated it to 
have anticonvulsant action as well as the 
ability to tame disturbed animals. Only in 
excessive doses can the cerebral cortex be 
depressed.};? 


Review of Literature 


Enthusiasm for the drug following clinical 
studies has varied. Selling * found it useful 
in management of anxiety neuroses where 
tension was the primary symptom. Three 
allergic reactions were reported by this 
author. 

Submitted for publication Oct. 24, 1957. 

Presented before the 77th Annual Meeting of the 
American Dermatological Association, Inc., Belle- 
air, Fla., April 16, 1957. 

+ Dr. Fredricks died May 1, 1957. 

* Meprobamate is supplied in 400 mg. scored 
tablets under the trade names Equanil and Miltown. 
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West and da Fonseca * were of the opin. 
ion that the drug was only effective in mild 
anxiety states. These authors also report 
benefits equal to those of meprobamate with 
small doses of a barbiturate. 

Borrus ® believes meprobamate to be ef- 
fective in management of both acute anf 
chronic anxiety reactions. Half ‘of the case 
in this study reported drowsiness with the 
use of the drug. No allergic reactions wer 
observed. 

Habituation to meprobamate has _beeng 
reported by Lemere,® particularly amon 
alcoholics. 

Allergic manifestations are reported 6 
numérous writers,”"!* with incidence varying 
from 2.5% to 5% and usually occurring 
within the first four doses. Reactions most 
frequently reported are urticaria, angionet- 
rotic edema, erythema multiforme, morbill- 
form eruptions, and allergic purpura. Other 
toxic effects, such as hypotension, gastro 
intestinal upset, diplopia, drowsiness, head 
ache, epistaxis, and muscle weakness havey 
been observed. 

Few articles describe use of meprobamate 
in treatment of dermatologic disorders. 
Sokoloff 1* reported its use in treatment of 
pruritus ani and vulvae. LeVan and 
Wright ° have reported its tranquilizing ef- 
fect to be better in comparison with re 
serpine and chlorpromazine in the treatment 
of various dermatoses. 


Present Study 
During the past 18 months, we _ have 
treated 260 patients with various dermatoses. 
Meprobamate was given to them in divided 
doses varying from 400 to 2400 mg. per 
day. This was used as an adjunct to th 
previously prescribed local therapy. 





MEPROBAMATE IN SELECTED DERMATOSES 


> 
TaBLE 1.—Age of Patients * 








No, of 


Age, Yr. Patients 








* Forty-nine males, two hundred eleven females. 


The majority of patients treated had 
either chronic eruptions or were subject to 
repeated exacerbations of their cutaneous 
disease. Twenty-five of these patients were 
under 20 years of age, and fourteen were 
over 60 years of age (Table 1). Two 
hundred eleven of the patients were female 
and forty-nine were male. Most of the pa- 
tients were emotionally disturbed, and some 
ataractic effect seemed desirable in their 
treatment. They were observed for a mini- 
mum period of 2 weeks, and some were 
followed for as long as 18 months. In most 
instances, the patients were furnished ¢ with 
the first two weeks’ supply of the medicine 
without charge. After this supply was ex- 
hausted, they purchased the next amount. 
Usually, enthusiasm for meprobamate de- 
creased when its cost became apparent. 


Results were tabulated as “excellent to 
good” when the patient stated that mepro- 
bamate made him feel better, tension symp- 
5 toms showed improvement, or the eruption 
receded faster than with the local therapy 


tMeprobamate . (Equanil) was furnished by 


Wyeth, Inc., Philadelphia. 


alone. “Fair to poor” indicated either no 
relief of symptoms or no preference for 
meprobamate over other sedatives, princi- 
pally the barbiturates. Results were classified 
as “failure” when there was an adverse 
reaction of sufficient severity to warrant dis- 
continuing the medication or changing to 
another drug. 

The therapeutic results of meprobamate 
in our patients are summarized in Table 2. 

In these patients, meprobamate had little 
effect on pruritus. In some cases of atopic 
eczema, excoriations were increased, and it 
appeared that scratching was less inhibited. 
One of us (J. F. S.) observed that itching 
was somewhat relieved in emotionally dis- 
turbed patients with localized neurodermati- 
tis and contact dermatitis. 

Allergic reactions were of two types, urti- 
caria and angioneurotic edema, and occurred 
in 10 patients (4%). These eruptions usu- 
ally began within 48 hours of the initial 
dose of meprobamate, and all disappeared 
5 to 7 days after its discontinuance and 
required only an antihistamine in their treat- 
ment. The second type of allergic reaction 
was a morbilliform eruption, typical of 
dermatitis medicamentosa, which usually oc- 
curred after a week of therapy. In most 
instances, patients experiencing allergic or 
side-reactions to meprobamate gave no his- 
tory of allergy or previous drug intolerance. 
In none of these persons, furthermore, were 
we able to obtain a history of previous ad- 
ministration of mephenesin or similar com- 


TaBLe 2.—Therapeutic Results of Administration of Meprobamate 








Excellent 
to 


Rosacea 

— planus 
vulgaris 

fee hin a 


Alopecia area’ 
Neurodermietitis 


Nummular eczema 
Lichen — chronicus 


Atopic eczema 
Anogenital pruritus 
Acne valgacis w with 1 neurotic excoriations 


Seborrheic dermatitis 10 


Fair to 


Poor Failure Reaction * 


0 
4:U(1), SA(1), H(1), V(1) 
MW; AO), NEV), U(@), Ep(1), H(2), 


- U(), ExS(4) 


7: VQ), ExS(3), S(1), GI(2) 
4; ita” , VQ), aI @) 


NrRONCowW 


— 
KwOOoonurKoer Banwnwoc 


WOWOMm HOOD 


1: DM(1) 
4: U(1), GI(), ExS(2) 





* A=addiction, DM=dermatitis medicamentosa, Ep=epistaxis, ExS=excessive sedation, GI=gastrointestinal upset, H=head- 
N&V=nausea and vomiting, S=suicide, SA=suicide attempt, U=urticaria, V=vertigo. 
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pounds. The allergic symptoms occurred in 
sufficient frequency to make it advisable to 
forewarn the patient when prescribing it. 
In no instance were any serious sequelae 
observed. : 

Gastrointestinal upsets encountered were 
nausea and vomiting. Nausea was usually 
relieved by taking the medicine with meals, 
and in only two patients where vomiting 
occurred was it necessary to discontinue the 
medicine. 

Excessive sedation occurred in nearly 10% 
of the cases, and some patients were unable 
to tolerate even 200 mg. during the day 
without feeling drowsy. It was apparent 
that individual tolerance and dosage require- 
ments were unpredictable and ranged from 
400 to 2400 mg. a day. 

Other adverse symptoms were vertigo, 
headache, and epistaxis. One patient being 
treated for alopecia areata attempted suicide 
by taking eight tablets of meprobamate. 
She slept for 24 hours but suffered no other 
ill effect. Another patient, a former al- 
coholic, was being treated for chronic, re- 
current dyshidrosis of the hands and feet 
when he committed suicide. 


Comment 


From our analysis the most favorable re- 
sults from meprobamate occurred in the 
cases of disseminated neurodermatitis. An 
excellent-to-good effect in all types of cases 
occurred in nearly 50%. This favorable out- 
come could be explained by the fact that the 
drug was only prescribed when tension was 
a predominant symptom. The reason for the 
good results in the therapy of seborrheic 
dermatitis and psoriasis is still unknown to 
us. 

Meprobamate alone was found to have 
very little effect on relief of pruritus and 
required the addition of antipruritics such 
as promethazine hydrochloride or acetylsali- 
cylic acid to produce satisfactory results. It 
was not as efficient as the anticholinergic 
drugs *° in reducing hyperhidrosis. Allergic 
reactions were encountered in nearly 4% of 
the patients treated, and undesirable side- 
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effects occurred in 10%. With the exception 
of one suicide, there were no serious sé 
quelae. 

We are convinced that meprobamate is an 
effective tranquilizer. It sometimes has 4 
dramatic and favorable influence on an anx. 
iety state. It is our opinion that it should 
be prescribed for the irritable, anxious, and 
tense patients, especially those who haye 
reacted unfavorably to the generally used 
sedatives. 

We are in agreement with the report on 
tranquilizers by the Committee on Public 
Health of the New York Academy of Medi 
cine,24 namely, that the lay press has con 
tributed to their misuse by the dissemination 
of premature and incomplete accounts of the 
miraculous effects of these drugs. This has 
created undue pressure by the public in de 
manding that physicians prescribe them. The 
results of our survey indicate that meprof 
bamate is not entirely free of undesirable 
side-effects (although the study covers 4 
relatively short period). As yet, no reports 
describe the results of prolonged administra 
tion of the drug. Certainly, this medicine 
should not be sold without a prescription, 
and control over the refilling of it seems 
indicated. 


Summary 


Meprobamate is a satisfactory sedative im 
the therapy of selected patients with derma 
toses when the relief of emotional tension 
is an important factor. The lack of effective 
relief of pruritus, the unpredictability of 
dosage tolerance, the frequent side-effects, 
and the high cost of the drug are the prin 
cipal deterrents to its general use. 

Duluth Clinic (2). 
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ABSTRACT OF DISCUSSION 


Dr. L. G. BEINHAUER, Pittsburgh: Man’s 
struggle with anxiety and tension is not new. At 
various times and under various conditions, man 
has tried a variety of chemical means to soften 
the face of reality. Even in the archeological 
traces. of the Swiss Lake Dwellers poppy heads 
have been found in ancient kitchens, evidence of 
an opiate to tranquilize the prehistoric man. Since 
the earliest days of medicine many drugs designed 
to accomplish this purpose have been used and dis- 
carded. I merely mention hashish, opium, peyol, 
kava, snakeroot, cocaine, alcohol, and the bar- 
biturates. Of this group, barbiturates have held 
their place longest and are still in active use as of 
this date. On three occasions before this associa- 
tion, I have evaluated my experiences with 
tribromoethanol (Avertin), oral procaine, and pro- 
caine-pentothal to accomplish relief and tranquiliz- 
ing effects on pruritus, anxiety, and tension 
symptoms. Experience has taught us that each had 
its value in carefully selected patients, but none 
was without side-effects or untoward reactions and 
none Offered permanent relief. Today Dr. Becker 
has presented his experience with another drug— 
the tranquilizer, so-called—represented by mepro- 
bamate. Let us now review some of the facts 
presented. 

Through the lay press, premature and incomplete 
accounts of the miraculous effects of the tran- 
quilizing drug—“mood pills’—have been given to 
the public. This has stimulated an unprecedented 
demand and sale. Much of this has been due to the 
overprescribing by the physicians themselves. Be- 
cause of this popularity, the lay person has become 
to believe that many psychosomatic disorders, high 
blood pressure and certain skin disorders, can be 
quickly remedied by their use. This has been based 
upon the theory that such disorders stem from 
emotional tension and that if the tension is removed 
the symptoms will disappear. Unfortunately, 
dramatic response occurs only occasionally and 
“cure” does not happen. 

In every-day dermatological practice, “nervous 
people” have to be calmed down, pruritus must be 
controlled, and a sense of well-being and confidence 
must be restored. It was with this purpose in mind 
that the presenters undertook this study. A total 
of 260 patients, most of whom were of the neuro- 
genic status, including both sexes within an age 
limit of 20 to 60 years were studied. Results were 
classified “excellent to good”—when tension was 
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relieved the well-being was improved with im- 
provement of the skin manifestations more rapidly 
than by other local therapy. The “fair to poor 
group” obtained no relief of symptoms or of the 
eruption and no improvement over previous medica- 
tion. The “failures” were those who suffered suffi- 
cient adverse reactions that a change of medication 
was advisable. Dosage range was variable from 
200 mg. tc 2400 mg. daily, with a caution that a 
suitable dosage schedule per patient was unpre- 
dictable. Four per cent manifested allergic skin 
reactions of the urticarial-angioneurotic edema and 
dermatitis medicamentosa types. The former 
appeared within 48 hours and the latter within 1 
week after onset of medication. All responded 
following withdrawal of the drug. Untoward re- 
actions were higher (10%) and included nausea, 
vomiting, vertigo, headache, drowsiness, jitteriness, 
hypotension, purpura, and tachycardia. One suicide 
and one attempted suicide were encountered. In 
my experience of 126 patients (atopic dermatitis, 
generalized neurodermatitis, pruritus ani, lichen 
simplex, and urticaria) the favorable responses 
were only 30% in ambulatory patients, but when 
the patient was hospitalized or put to bed responses 
equaled those found by the presenter (50%). This 
I attributed to environmental change and absolute 
rest rather than to the drug itself. The untoward 
and allergic reactions were less than 6% and 2% 
respectively. LeVan and Wright studied 164 pa- 
tients of the neurogenic group and reported no 
allergic reactions and minimal side-effects. They 
noted a lessening of pruritus and improved sleep 
habits. Dr. Becker called attention to the fact that 
in many instances pruritus was not controlled but 
actually aggravated, especially in atopic dermatitis. 
This also bears out my experience with this 
dermatosis. 

The usefulness of any drug depends upon what 
it can do to help the specific patient of the in- 
dividual physician. As long as a drug proves 
beneficial and is safe, its use should be continued 
until otherwise contraindicated. To the con- 
scientious physician, side-effects or untoward reac- 
tions of any drug become an immediate problem 
rather than a distant well-documented statistic. It 
is for this reason that the profession should be 
promptly informed of any unusual reaction or 
side-effects of a newly introduced drug, and today 
these reactions have been presented to us. We also 
are advised that tranquilizing drugs should be used 
only as an adjunct and not as a “cure.” They 
are indicated in certain anxiety and tension stages 
and must not be used as a replacement for accepted 
and curative. procedures. 

In our present-day society, a certain amount of 
tension and anxiety is not only inevitable but also 
desirable. Let us, then, restrict the use of tran- 
quilizers to the real illnesses in which they are 


410 


A, M. A. ARCHIVES OF DERMATOLOGY 


necessary and effective. Sulfonamides and peni- 
cillin were overused, each in its “fad.” The 
“fad” of using tranquilizers or “mood pills” will 
also pass and later be assigned to its proper place 
but only after thorough clinical evaluation has 
been established. for the patient. The rest of ug 
then, will just have to go on earning our happiness, 
not trying to swallow it. Just how this drug aets 
is not definitely clear, but the effect is thought to 
be due to action on the hypothalamus or thalamus 
or it is thought that its action is mediated through 
some other psychophysiological mechanism. 

Recently, in a newspaper article discussing the 
use of tranquilizers, I encountered the following 
comment. A -patient who had been taking tran- 
quilizers was asked by the reporter what effect 
was encountered from the wonder drug. In reply, § 
she stated, “The devil still shouts at me but I don} 
holler back at him.” Unfortunately, none of my 
patients has experienced such’ profound results, | 
appreciate the privilege of opening this discussion 
and congratulate Dr. Becker on his timely presenta- 
tion. 

Dr. CHARLES R. Retn,t New York: Dr. Becker § 
is to be congratulated for his excellent report ona 
most timely subject. Of special interest were his 
data regarding the incidence and severity of ad 
verse , reactions resulting from meprobamate 
therapy. The many brochures and advertising 
pamphlets of the pharmaceutical companies make 
extravagant claims that meprobamate is the safest 
of all tranquilizers and that it produces very few, 
if any, side-reactions. Patients have no trouble 
in obtaining this drug over the counter without 
prescriptions, and many persons are taking it m 
discriminately and incessantly. Furthermore, tram 
quilizing drugs do not cure skin diseases, but rather 
they tend to make the patient more manageable § 
and the problems of the dermatologist a bit lighter. 
Since these drugs have a definite pharmacologic | 
action and may cause distressing and_ seriows 
side-reactions, both the physician and the patient 
must be aware of the possible adverse effects. 

Dr. Harry M. Rosinson Jr. Baltimore: We 
must not completely discount the fact that these 
drugs do have some virtue. 

In recent months-we have had more drugs of 
this type submitted to us for study at the University 
of Maryland than we have clinical facilities avail 
able to take care of, and we do have a very hee 
‘and active group. 5 


Dr. Becker’s study does not include any controls 
However, it is of value because he has presented 
his own views. Unfortunately, the enthusiasm of 
lack of enthusiasm of the person who is performin 
such a study may color his results. This is pat 
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ticularly true when the outcome depends on an 
evaluation based purely on subjective symptoms. 

We did our studies using the double-blind tech- 
nique. By admitting our patients to the hospital 
and submitting the drugs to the residents and the 
key to the nurse, we did not know what the patient 
was getting. Results were recorded with a hidden 
tape recorder and a wrist-watch microphone. It 
was rather interesting to note the results when 
they were finally tabulated. 

By the use of placebos, we were able to produce 
some weird and very interesting results. One of 
our patients, for instance, a woman of 31 years, 
complained of loss of libido; later, when we 
checked the key, we found that she was taking 
sugar pills. One man who took green-coated sugar 
pills had diarrhea and was unable to sleep, but 
when we substituted orange-colored sugar pills he 
slept well and said that his itching stopped com- 
pletely. 

The study cannot be conducted very well on a 
paired comparison basis, because psychogenic 
stimuli do not affect any two people in the same 
way. It must be done using the double-blind 
technique and substitution studies. 

Dr. MAxrmiLIAN E. OserMAyer, Los Angeles: 
The authors were good enough to send me a copy 
of their paper ahead of time, and so I am 
acquainted in detail with their timely and well- 
presented study. I agree with most of their state- 
ments, especially that relating to the meager benefit 
to be derived by use of the tranquilizers in cases of 
pruritus. I am not much concerned about their 
toxic cutaneous manifestations or other physical 
side-reactions, which in my experience have not 
been common. 

However, there is one consideration of grave 
importance which I feel warrants emphasis. The 
tranquilizers, if used with discrimination, have a 
definite place in the management of patients with 
the dermatoses for which these authors have em- 
ployed them. By discrimination I mean that the 
physician who uses them must be reasonably sure 
that he is not dealing with a person who has latent 
psychosis. A patient who shows a great deal of 
anxiety that he is unable to handle will usually 
be able to function fairly normally when placed 
on tranquilizers. But the degree of his anxiety is, 
at the same time, a measure of his emotional 
illness. The normal person is able to deal with a 
certain amount of: anxiety without the help of 
drugs, and when the crisis is past he will snap 
back to normalcy. When anxiety is prolonged, it is 
a signal to look for what is undeniably the state of 
prolonged tension. If that is not done, it is possible 
that if the administration of tranquilizers is con- 
tinued a psychosis may be masked by their effect. 
I do not need to point out that such management 
is as deplorable as that of a physician who treats 
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a chronic cough with cough medicines without 
investigating the cause of the cough. In the series 
presented in this paper, the two suicidal patients 
were very likely psychotic persons. Similarly 
severe emotional illness may be present in persons 
who have neurotic excoriations and is not un- 
common in disseminated neurodermatitis, anogenital 
pruritus, and dermatitis herpetiformis. Upon the 
dermatologist rests the responsibility not to give 
tranquilizers to patients in whom a latent psychosis 
is suspected. 

Dr. ArtHuR R. WoopsurNeE, Denver: We have 
all been fortunate in having the opportunity to hear 
this very excellent paper. I rise, however, to warn 
about the use of these drugs. 

At the poison center at the University of 
Colorado, the two physicians in charge feel that at 
present this group of drugs is responsible for more 
of their poisoned patients than, perhaps, any other 
drug. These drugs potentiate the action of alcohol 
and the barbiturates, and we have had one death 
in a man who went on a binge with alcohol after 
taking one of these drugs for only a comparatively 
short time and in a comparatively small dose. We 
also had one following a moderate amount of one 
of these drugs plus a moderate amount of bar- 
biturates. I, therefore, want to sound a warning 
that patients who are on these drugs should be 
warned about the use of these other medications. 

Dr. Freperic T. Becker: I wish to thank all of 
the discussers for their kind and constructive re- 
marks. I agree that our study was not controlled, 
except that all of our patients had been seen over 
a period of years and we were familiar with their 
patterns of reaction. It certainly would be advisable 
to utilize a double-blind study. 

I concur with Dr. Obermayer that this medica- 
tion should be avoided in psychotic persons. In a 
discussion by Dr. Karl Menninger several years 
ago, he stated that dermatologists are the ones 
who have to manage the neurotic patient whose 
outlet at that time happens to be in the skin. The 
psychiatrist can be of help only in the more chronic 
and recalcitrant anxiety states, as there are not 
sufficient of these specialists available for all 
nervous people. 

I believe that these drugs are dangerous, as indi- 
cated by Dr. Woodburne, and if we went into 2 
more detailed discussion with our patients more 
toxic reactions would be elicited. 

The sale of tranquilizing drugs has become 
tremendous, and I hope that, if we have accom- 
plished anything with this paper, we have alerted 
this Association to the frequent reactions en- 
countered with these medications and have indicated 
that they are certainly not a cure-all. There is still 
no short-cut with any drug that will replace your 
time in allowing patients to ventilate their problems. 
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Hypogammaglobulinemia 


Report of Two Cases 


The term “pyoderma gangrenosum’” was 
introduced by Brunsting, Goeckerman, and 
O'Leary! in 1930. It designates an ulcera- 
tive cutaneous eruption which is extremely 
persistent and resistant to therapy. 


The lesions may be multiple or there may 
be one large ulceration. Although gangrene 
is not always apparent, the ulceration usually 
spreads rapidly, often involving skin and 
subcutaneous tissue. The eruption may also 
consist of vegetating pyogenic lesions which 
are persistent and recurring. It is frequently 
associated with visceral disease, most fre- 
quently ulcerative colitis, or with empyema 
or bronchitis, or it may follow operation for 
appendicitis, cholecystitis, or any other ab- 
dominal surgical condition. It may also be 
associated with arthritis. In children it may 
follow some of the exanthemata.?* How- 
ever, in many cases no such visceral disease 
or preceding illness is present. It is as- 
sumed that the cutaneous involvement is an 
expression of low resistance of the patient 
and not necessarily a direct result of the 
associated visceral disease, like ulcerative 
colitis, if present. This is illustrated by the 
case reported by Philip,* in which ulcerative 
colitis was under control for about three 
years, with no effect on the skin affection. 
In some cases it was shown that a specific 
micro-organism like the microaerophilic 
Streptococcus 5* was responsible for the 


Submitted for publication Sept. 26, 1957. 

From the Department of Dermatology and 
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resistance of the ulceration to therapy. In 
others, symbiotic virulent action of several 
organisms was thought to be the cause of the 
disease.1* However, in the majority of 
cases the disease is due to a lowering of the 
defense mechanism, including the im 
munologic and biochemical processes of the 
host, causing “low resistance.” 











Until recently no single laboratory test 
was available which could in these cases 
explain or indicate the so-called “low 
resistance.” Since 1952, however, when Brie 
ton ® reported a case of congenital agamma- 
globulinemia in a child subject to frequent 
attacks of infection, many cases of com: 
genital agammaglobulinemia and acquired 
hypogammaglobulinemia have been reported 
in patients susceptible to infection. The 
examination of the y-globulin content of the 
blood in patients with pyoderma gangrené § 
sum was a logical sequel of these reports. 


















Marcussen is, as far as we know, the 
first author to report the presence of h D0- 
gammaglobulinemia in pyoderma gang a 
osum. 








We have had under our observation 
Bellevue Hospital two cases of pyode 
gangrenosum in both of which a 
y-globulin content was found in the serum 
In one case the skin lesions have al 
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ministration of y-globulin. In the secon 
case we believe that the combination of large! 
doses of y-globulin with other supportive 
therapy, particularly blood transfusions, has 
been of great value in getting the seriot 
progressive disease under control. 
















PYODERMA GANGRENOSUM 


Report of Cases 


Case 1.—An Italian woman, aged 50, was ad- 
mitted to the Dermatologic Department of Bellevue 
Hospital, on Nov. 11, 1951, for an eruption of two 
years’ duration. 

The only pertinent fact in the family history 
was that the patient’s daughter had been afflicted 
for many years with a severe cystic and pustular 
acne. 

The past history of the patient revealed that in 
early childhood she developed a bone infection in 
the right ankle which led to shortening of the 
right leg and deformity of the foot. Since 1916, 
she had suffered from a pilonidal cyst which was 
constantly discharging pus and for which she was 
operated on in 1935. From 1926 on, the patient 
was subject to recurrent axillary abscesses, which 
were finally successfully treated with excision and 
plastic graft. In 1944, she was treated for an 
infection of the right breast and “boils” in the 
armpits. In 1946, a “tumor” was excised from the 
vulvar area. At that time she also had frequent 
abscesses and granulomatous swellings on the 
thighs, buttocks, and legs. 

Present History.—Four years previous to admis- 
sion, ulcerations developed in the inner aspect of 
both arms. These left superficial scarring. Two 
years later the patient had. ulcerations in the groins 
which were treated by excision. This episode was 
followed by the appearance of a small nodule at 


Fig. 1 (Case 1).—Pyoderma vegetans on the 
thigh. 
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the imner aspect of the left thigh which grew 
within two months to a raised fungating mass 
measuring 5 by 2 in. in diameter. The excision 
of this “tumor,” in 1950, was followed by partial 
healing, with a soft scar, but a new similar mass 
appeared soon after about the operation area. The 
latter was surgically removed in May, 1951. About 
three months previous to the patient’s admission to 
Bellevue Hospital, similar lesions appeared on the 
inner and outer aspect of both thighs, on the 
buttocks, and on the right breast. 

In the several months before entering the 
hospital, the patient was treated systemically with 
penicillin, with oxytetracycline (Terramycin), and 
with topical applications of chlortetracycline 
(Aureomycin), bacitracin, and chloramphenicol 
(Chlcromycetin) ointments, without any benefit. 

Auscultation and percussion did not reveal any 
abnormality of the lungs and heart. The blood 
pressure was 150 systolic over 80 diastolic. There 
was no apparent abnormality of the abdominal 
organs, and there was no enlargement of the lymph 
nodes. The left lower extremity was shorter than 
the right, and the patient was limping. 

Description of the Eruption—At the lateral 
aspect of the left hip, in the groins, on the anterior 
aspect of the right thigh, and on the right breast 
there were well-defined elevated granulomatous 
masses of various sizes (Fig. 1). The tumorous 
masses were mostly oval in shape, from 1 by 1% 


Fig. 2 (Case 1).—Larger magnification of a 
granulomatous lesion. 





in. to 5 by 2 in. in diameter, reddish brown or 
blackish in color, and surrounded by an infiltrated 
purplish zone. The surface of the lesions was 
papillomatous and verrucous, containing small 
abscesses discharging pus and showing in some 
areas pitting and scarring (Fig. 2). In the 
vicinity of these lesions and scattered on the trunk 
there were a few nodules and papulopustules 
which were apparently the initial stages of the 
large massive lesions. On the left cheek there was 
an indurated papulopustule. On the inner aspect 
of the left arm there were oval and roundish 
soft scars, about 2 by 1 in. in diameter, with 
hyperpigmented borders and shagreen-leather-like 
centers. 

After the patient entered the hospital, and for 
the duration of a few months, she had fever, with 
temperature ranging from 100.2 to 102.6 F, in the 
evening. 

Laboratory Examinations—In the urine 1+ 
albumin was found on two occasions. On one 
occasion 8.2 mg. per 100 cc. bromides were de- 
tected; on another occasion no bromides were 
found. 

The blood cell and differential counts gave 
normal figures, but the erythrocyte sedimentation 
rate was increased to 38 mm. in an hour (Win- 
trobe). The hematocrit was 37%. The serologic 
examinations for syphilis were negative. The 
chemical examinations of the blood gave normal 
findings except for an inverse albumin-globulin 
ratio (2.8:5.8). 

The cephalin-flocculation test was weakly posi- 
tive. The tuberculin intradermal test gave 1+ 
reaction to 1:1,000,000 and 2+ to 1:100,000 dilu- 
tion of old tuberculin. 

A roentgenogram of the chest showed an 
aneurysmal dilatation of the arch of the aorta. A 
roentgenogram of the long bones revealed an old 
subcapital fracture of the left femur, with a nail 
extending through the femoral neck and head into 
the superior quadrant’of the acetabulum. 

Several biopsy specimens examined at the Skin 
and Cancer Unit (Dr. C. S. Miller) and at 
Bellevue Hospital (Dr. W. Director) revealed 
findings “compatible with unspecific granuloma or 
pyoderma vegetans.” 

Bacteriologic examination of the pus at the 
Skin and Cancer’ Unit before the patient’s entrance 
into Bellevue Hospital revealed numerous hemolytic 
colonies of non-lactose-fermenting Gram-negative 
rods, which were identified as Proteus mirabilis, 
and colonies of nonhemolytic streptococci, which 
were isolated in subcultures and identified as 
enterococcus type of Streptococcus. The same 
organisms were found on later examination in 
Bellevue Hospital, in addition to Staphylococcus 
albus. Mycologic examination did not reveal any 
fungi. 
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Sensitivity tests revealed that Bacillus prot 
was very sensitive to chloramphenicol, while 


enterococcus was very sensitive to penicillin, | 
chlortetracycline, streptomycin, and oxytetracycling: 


S. albus was moderately sensitive to chloromycetin, 


Treatment.—After Nov. 26, 1951, the patient 
received 2 gm. of chloramphenicol daily, and after 


December 5 penicillin was added in the amount of 
300,000 units daily. Topical 


used. 

On Dec. 6, 1951, twelve days after this treatment 
was instituted, the lesions showed a diminution in 
the purulent discharge and some central flattening, 
Since then, gradual cessation of the purulent di : 
charge and complete flattening of the lesions t 
place. When the patient was presented at the 
Manhattan Dermatological Society, on Jan. § 
1952," most of the lesions showed an almost entire 
flattening and only a few had in some areal 
raised papillomatous surface. 

However, soor after that time new lesioiy 
appeared which were treated successfully with 
streptokinase-streptodornase (Varidase) and elec: 
trodesiccation followed by application of trichlore 
acetic acid, or zinc peroxide powder. Injections of 
a vaccine prepared from Staphylococcus aureus, 
coagulase-positive, seemed to be of definite benefit 
However, new lesions continued to appear as long 
as the patient was in the hospital until her dis- 
charge in January, 1953. 

After returning home, the patient was under 
close observation by one of us (D. F.). 

During the next two years exacerbations of the 
eruption took place from time to time, with 
development of ulcerations and granulomatous 
lesions. The new lesions were treated again by 
electrosurgery, cauterization, or excision and by 
antibiotics orally. 

On March 30, 1955, y-globulin estimation of the 
serum was done at the U. S. Public Health 
Service at Staten Island, and findings were noted 
as follows: total protein, 6.96 gm. per 100 cc.; 
albumin, 5.00 gm. per 100 cc.; y-globulin, 0.77 gm. 
per 100 cc.; B-globulin, 0.84 gm. per 100 cc; 


a-globulin, 0.35 gm. per 100 cc. The figure 0.77 for | 


y-globulin was lower than the normal figure, 
which is 1.1, and it was lower than that of 
B-globulin, which is normally higher than that 
of y-globulin. Although on May 31, 1955, a second 
y-globulin determination was found to be normal 
in amount, namely, 1.77 gm. per 100 cc., it was still 
lower than that of @-globulin, which at that de 
termination was 1.85 gm. per 100 cc. 

Therefore, administration of y-globulin was 


thought to be worthy of trial.* On May 31, 1955, 


* y-Globulin was obtained from the Staten Island 
Branch of the New York City Department of 
Health. 
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Fig. 3 (Case 2).—Ulcers with undermined edges 
(January, 1956). 


the first series of y-globulin injections was started, 
consisting of 10 cc. every other day for a total of 
40 cc. This series was repeated in June and 
November, 1955. Although internal antibiotic 
therapy was discontinued in June, 1955, the patient 
has not developed any more large granulomatous 
lesions since July, 1955. Only small furuncles or 
follicular pustules appeared from time to time, 
which responded to simple topical therapy, such as 
wet dressings and trichloroacetic acid applications. 

During January and February, 1956, y-globulin, 
5 cc., was administered at weekly intervals. Since 
then, no new lesions have appeared except for a 
small furuncular nodule which developed recently 
on the leg and was excised surgically. 

Case 2.—A white man, aged 55, born in Canada, 
was referred by Dr. I. N. Holtzman to Bellevue 
Hospital on Jan. 3, 1956. 

The family and past history were irrelevant 
except for a peptic ulcer for which he had been 
treated medically three years previously. 

Present History.—In January, 1955, the patient 
developed a “pimple” on the right cheek following 
a cut by a razor blade while he was shaving. When 
the lesion ulcerated and failed to heal, a biopsy 
examination was done which did not reveal any 
specific pathologic changes. The lesion was then 
excised, and the area was treated with x-rays. 
Several months later “brown pimples” developed 
on the belt line of the abdomen, legs, and toes. He 
was admitted one week later to the Long Island 
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College Hospital, where the eruption was de- 
scribed as “ulcerated and scabby rash on the right 
cheek, forehead, chest, right calf and ankle.” A 
biopsy was reported as showing “erythema in- 
duratum,” and the patient was treated with 
aminosalicylic acid and isoniazid during July and 
August, 1955, but without any benefit. 

The patient then consulted a dermatologist, who 
administered 15 to 20 mg. of prednisone (Meti- 
corten) daily during the next three to four months. 
No benefit was obtained from this therapy either, 
and the patient was admitted to the Brooklyn 
Jewish Hospital in November, 1955, at which time 
the eruption was recorded as “ulceration on the 
trunk with erythematous and undermined edges.” 
Repeated biopsies revealed no specific pathologic 
changes, and routine laboratory examinations gave 
normal findings. Daily intravenous infusions of 
corticotropin (ACTH) for one week followed by 
repository corticotropin injection (ACTH gel) 
given intramuscularly did not benefit the patient. 
He was discharged, with “undiagnosed skin dis- 
ease.” 

Since the start of his illness, the patient has 
complained of anorexia, weight loss, and frequent 
loose stools. 

On admission to Bellevue Hospital physical 
examination revealed a frail-looking man, weighing 
117% lb. The heart and lungs appeared normal 
except that the aortic second sound was greater 
than the pulmonic second sound. The blood pres- 
sure was 110/60. The liver was slightly enlarged. 
In the groins and axillae several bean-sized lymph 
nodes were palpable. On neurologic examination 
the deep tendon reflexes of the upper extremities 
were found to be hypoactive. 

Description of the Eruption—On the abdomen 
and the right buttock there were several ulcers 
measuring 34 by 1% in. in diameter, sharply 
demarcated with erythematous and undermined 
edges (Fig. 3). The bases of some lesions were 
clean, while others were covered with pus. On the 
posterior aspect of the left leg there were two 
granulating ulcers which were apparently old 
lesions. On the right knee there were pea- to 


Fig. 4 (Case 2).—Ulcers on toes (January, 
1956). 





Fig. 


cherry-sized crusted nodules. Similar ulcers were 
present on the right sole and the plantar and lateral 
surfaces of the third and fourth toes of the right 
foot and on the left great toe (Fig. 4). On the 
right side of the shaft of the penis there were 
papules, some covered with brownish crusts while 
others exuded pinkish fluid. The recent lesions 
were round, while the older ones tended to be oval. 
Some ulcers were shallow, while others were deep. 
In some the borders were elevated. On the right 
thigh there was an oval dime-shaped brownish 
depressed scar. The lesions on the toes were more 
painful than the others. 

A provisional clinical diagnosis was made of 
“pyoderma gangrenosum.” 

Laboratory Examinations—Of the numerous 
laboratory examinations we will mention here only 
those which gave abnormal figures and those which 
are relevant in regard to the topic of this paper. 

Several biopsies were. reported as showing 
chronic or acute “inflammation and necrosis of the 
skin compatible with pyoderma gangrenosum” (Dr. 
W. Director). The erythrocyte count was 
3,050,000, and the hemoglobin was 11 gm. per 100 
cc. The white blood cell count was 6400. The 
erythrocyte sedimentation rate was 85 mm. in an 
hour (Wintrobe), and the hematocrit reading was 
39%. The glucose-tolerance test gave a diabetic 
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5.—Normal control of serum protein electrophoresis. 











curve. The bacteriologic examination of pus re- 
vealed a “Staphylococcus aureus, coagulase-posi- 
tive” which was very sensitive to chloramphenicol, 
streptomycin, and erythromycin. The protein con 
tent of the blood was reported as being low but’ 
still within normal limits. The albumin-globulin 
ratio was normal. Electrophoretic measurement 
of the serum proteins revealed “hypoproteinemia 
with extremely low gamma globulin” (Dr. Leo 
Weiner) (Figs. 5 and 6). This hypogamma- | 
globulinemia was confirmed by Dr. Alexander 
Wiener, who examined the y-globulin content of 
the serum by the inhibition test. On Jan. 9, 1956, 
he found the content of y-globulin to be 24% and 
five days later, 17% of normal. On Jan. 20, after 
administration of small doses of y-globulin, the 
serum y-globulin content was 45% and on April 
16 it was 42% of normal. 

In order to determine the serum iscagututiaial 
which are known to be absent in agammaglobi 
linemia, Dr. A. Wiener examined the serum of the 
patient, who was of blood Group O, and found 
a- and B-agglutinins in low titers although still 
within normal limits. 

The tuberculin test was negative to an intra 
dermal injection of 0.1 cc. of 1:1,000,000 dilution 
and gave 1+ reaction to 1:100,000 dilution. The 
Trichophyton test was negative in regard t0 
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Fig. 6 (Case 2)—Abnormal curve of serum protein electrophoresis. 


immediate and delayed reaction. Smallpox vaccina- Fig. 7 (Case 2).—Extension of lesions and new 
tion gave a normal immune reaction. The bone lesions (April, 1956). 
marrow was found to be normal on. sternal ae 
puncture. 
When the patient developed diarrhea, in March, 
1956, a proctologic examination was done, includ- 
ing proctoscopy and roentgenogram following 
barium enema. No abnormality could be. detected 
in the colon and terminal ileum. 
Course and Treatment.—Because of the low 
y-globulin in the serum and in view of the benefit 
which Case 1 has obtained from the administration 
of y-globulin, the patient received from Jan. 14 
to March 16, 1956, a dose of 5 cc. of y-globulin 
(156 mg. of y-globulin per cubic centimeter) intra- 
muscularly twice a week.t In addition, 2 gm. of 
erythromycin was administered from Jan. 27 to 
March 15, and chloramphenicol, from March 16 to 
March 27. Prednisone, 5 mg. three to four times 
a day, was given from Feb. 10 to March 29. 
Sulfadiazine, which was administered from April 
ll to 29, had to be discontinued because of a 
morbilliform eruption which appeared following 
ingestion of this drug. In spite of this treatment, 


t y-Globulin was given in the form of polio- 
myelitis immune globulin, which was obtained from 
Dr. Theodore Rosenthal, of the New York City 
Department of Health. 
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Fig. 8 (Case 2).—Extension of ulceration on the 
toes and new lesion on the right sole (April, 1956). 


the eruption was not satisfactorily controlled, for 
the ulcerations increased in size and new lesions 
continued to develop (Figs. 7 and 8). At the 
beginning of March, 1956, the patient developed 
diarrhea, four to five bowel movements a day, 
which lasted more than a month. 

On April 27, 1956, the dose of y-globulin was 
increased to 10 cc. twice a week. Before this 
treatment was started, the serum was examined 
electrophoretically at the Presbyterian Hospital, 
by Dr. Carl Nelson, and figures were obtained as 
follows: albumin, 2.3 gm. per 100 cc. (normal 
4.4); a-globulin, 0.3 gm. per 100 cc. (normal 0.4); 
ae-globulin, 0.9 gm. per 100 cc. (normal 0.5); 
B-globulin, 1.2 gm. per 100 cc. (normal 1.0); 
y-globulin, 0.9 gm. per 100 cc. (normal 1.1) ; total 
protein, 5.6 gm. per 100 cc. (normal 7.4). 

Some benefit was obtained from the increased 
y-globulin dosage in combination with other medi- 
cation, for large parts of the ulcers became 
epithelized and the lesions became drier and flatter. 
However, coalescence of the three lesions on the 
hip proved that the disease process was not under 
satisfactory control (Fig. 9). The patient’s weight, 
which was 117% lb. on admission, was reduced 
to 105%4 Ib. Because of persistent ulceration on 
the sole and toes of the right foot and shrinkage 
of the third and fourth toes of this foot, and 
because of absence of any pulse below the femoral 
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Fig. 9 (Case 2).—Coalescence of lesions on the 
right hip (June, 1956). 


pulse on either extremity, a consultation in regard 
to the peripheral vascular circulation was re- 
quested. Dr. M. Golomb examined the patient 
and found venostasis and bilateral arterial in- 
sufficiency, more marked in the right lower ex- 
tremity. The latter was considered primarily due 
to involvement of the larger arteries and “no 
benefit was expected from sympatholytic drugs or 
surgery which produce their greatest effect on the 
vessels of the arteriolar size.” 

The course of illness was relatively unchanged 
from May to August, 1956. Then, suddenly, an 
exacerbation took place, with increase in purulent 
discharge of the lesions and breaking down of the 


Fig. 10 (Case 2).—Shrinkage of the third and 
fourth toes of the right foot. 
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epithelized areas. 
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The patient had anorexia and 
lost much weight. Whole-blood transfusions, 
which were started on July 12, 1956, with 250 cc. 
twice a week, were changed on Aug. 12 to 500 cc. 
once a week. The dosage of y-globulin was 
increased to 20 cc. twice a week starting on Sept. 
7, 1956. Soon after that time, improvement was 
noticed in regard to the epithelization of the 
ulcerative lesions and in regard to the general 
condition of the patient. But the patient still 
continued to complain of severe pain in the right 
foot and toes, the third and fourth of which shrank 
to a very small size (Fig. 10). A roentgenogram 
of the right foot revealed great resorption of the 
bones of the third and fourth toes and great de- 
grees of osteoporosis. A paravertebral block done 
on Dec. 6, 1956, was of no benefit. 

Aside from the subjective and objective symp- 
toms in regard to the right foot, all other lesions 
healed except for some areas on their borders. 
These marginal lesions seemed to respond to 
electrosurgery. 

Thus, the condition of the right foot was the 
major obstacle to complete recovery, as the patient 
complained of pain in the foot and was unable to 
walk. At the end of January, 1957, the ulceration 
on the sole of the right foot-broke down still more 
and extended to the lateral aspect of the foot. The 
large lesion on the right hip, which was almost 
completely epithelized, again became ulcerated in 
several places. On Feb. 8, 1957, bacteriologic 
examination of the pus showed S. aureus which 
was very sensitive to chlortetracycline, oxytetracy- 
cline, and erythromycin, and Proteus which was 
very sensitive to chlortetracycline. 

Chlortetracycline ointment was applied locally. 
After Feb. 22, 1957, whole-blood transfusions were 
changed to plasma because of a high erythrocyte 
count and hemoglobin and, particularly, because of 
lack of supply of whole blood. 

In May, 1957, prednisone in dosage of 30 mg. 
was administered daily in addition to other therapy. 
Soon after this, it was noticed. that the swelling 
and t!~ pain of the right foot subsided, and the 
patie: vas able to step on the foot. Since then, 
almost all lesions have epithelized completely and 
the patieat seems on the way to recovery. 


Comment 


In contrast to agammaglobulinemia, which 
is frequently associated with absence of cir- 
culating antibodies and with a very low titer 
or complete absence of isohemagglutinins, in 
hypogammaglobulinemia one never finds a 
complete paralysis of the immunologic 
mechanisms, although one may find a re- 
duction of antibodies and a low titer of 
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isohemagglutinins. Thus, in Case 2, the 
patient reacted to tuberculiri and smallpox 
vaccine and the isohemagglutinins were 
within normal limits, although of low titer. 
The bone marrow, which in agammaglobu- 
linemia shows absence of plasma cells, was 
normal in Case 2. As to the treatment with 
y-globulin, it has been proven of great value 
in recurrent infections associated with agam- 
maglobulinemia. We believe that there is 
considerable evidence indicating that 
y-globulin therapy has proven of benefit also 
in our two patients. Even in Case 1, which 
showed hypogammaglobulinemia only on one 
occasion, we could not help but be impressed 
with the complete cessation of large vegetat- 
ing lesions following the administration of 
y-globulin. This patient, who had been under 
our observation for several years and had 
responded temporarily on several occasions 
to antibiotics and general supportive therapy, 
showed for the first time an almost complete 
cessation of recurrence of the eruption fol- 
lowing this therapy. As to Case 2, we be- 
lieve that the large doses of y-globulin given 
in association with supportive therapy, par- 
ticularly with blood transfusions, have con- 
tributed greatly to the almost complete 
involution of the eruption. 

According to the Council on Pharmacy 
and Chemistry,!* no general optimal dosage 
of y-globulin has been determined for the 
treatment of infections in agammaglobulin- 
emia and hypogammaglobulinemia, whether 
poliomyelitis immune globulin or immune 
serum globulin is used. For each patient the 
lowest required dosage and the interval be- 
tween injections must be individually de- 
termined. As a general pattern, injections of 
30 to 50 cc. for adults and 20 to 40 cc. for 
children are advised. In Case 1, three series 
of four injections each, given every other 
day, with each series totaling 40 cc., were 
given within seven months. One month later, 
eight weekly injections, totaling 40 cc., were 
given. In Case 2, the proper dose seemed to 
be 20 cc. of y-globulin solution given twice a 
week. 
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We do not mean to imply that the serum 
content of y-globulin as an immunity factor 
completely elucidates the problem of so- 
called low resistance with which one is 
undoubtedly dealing in pyoderma gangre- 
nosum. It seems to us that hypogammaglob- 
ulinemia in pyoderma gangrenosum is only 
one of many factors which determine the 
low resistance. There must be other con- 
stitutional factors which underlie the state 
of low resistance. It would be of great 
interest to see whether the newly discovered 
properdin system }* shows findings which 
would throw some light on the low immunity 
status. Further studies will undoubtedly 
bring to light other mechanisms involved 
in the causation of pyoderma gangrenosum. 

Like Brunsting 1* and Wright and Greco,’ 
we, too, found that steroids may be of value 
in controiling the ulceration in pyoderma 
gangrenosum. In Case 2, we have on several 
occasions noticed that when the dose of 
prednisone was raised to 30 mg. a day there 
was a definite improvement in the general 
well-being, in the epithelization of the ulcer- 
ations, and, particularly, in the cessation of 
pain in the right foot, which enabled the 
patient to walk and thus end his complete 
confinement to bed. Therefore, the admin- 
istration of corticosteroids should be tried 
in pyoderma gangrenosum in connection 
with other supportive therapy and antibi- 


otics. The explanation given by Wright and. 


Greco? for the beneficial effect of these 
steroids in some cases of pyoderma gangre- 
nosum seems logical, namely, that some 
harmful violent antibody reaction may be 
suppressed by these hormones. 


Summary and Conclusions 


Two cases of pyoderma gangrenosum as- 
sociated with hypogammaglobulinemia are 
reported. In one, recurrences of pyoderma 
vegetans ceased entirely following injections 
of moderate amounts of y-globulin. In the 
other case, large doses of y-globulin to- 
gether with supportive and steroid therapy 
brought the progressive and extensive ulcer- 
ations to a halt. 
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Ulcerative colitis or any other visceral 
disturbance, if present, is not always the 
cause of pyoderma gangrenosum. It is 
assumed that both the visceral and the cu- 
taneous involvement are due to a weakened 
immunologic resistance of the host. 


The finding of hypogammaglobulinemia in 
association with pyoderma gangrenosum 
may well be a forward step toward elucida- 
tion of the so-called low resistance of the 
host in pyoderma gangrenosum. We believe 
that future investigations will possibly lead 
to discovery of other immune mechanisms 
and their defects in pyoderma gangrenosum, 
thus explaining more fully the state of 
weakened resistance in the host. 


135 E. 50th St. (Dr. Bloom). 
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Pigeons Acting as Vector in Acariasis Caused by 


Dermanyssus Gallinae (DeGeer, 1778) 


GERARD A. DeOREO, M.D., Cleveland 


Of Mites and Men 


The purpose of this paper is to describe a 
cutaneous eruption resulting from Derma- 
nyssus gallinae (the chicken mite) with 
pigeons acting as the source of the mites. 
The medical literature has numerous reports 
of dermatitis resulting from D. gallinae; 
however, the pigeon has seldom been recog- 
nized as the vector. 

The common pigeon (Columba livia livia) 
is a descendant of a wild Asiatic bird which 
was domesticated by the ancient Greeks and 
Romans. With the spread of Roman domi- 
nation across Europe, pigeons were brought 
into new countries. These birds, also known 
as rock doves or street pigeons, are still to 
be found in the public centers of nearly all 
large cities throughout the world (except in 
those countries where people had used them 
for food). Because of their untidy habits, 
measures have been devised to drive these 
birds out of business districts. One of the 
most effective has been an ultra-high-fre- 
quency sound device recently employed in 
many large communities with such success 
that a shift in the pigeon population has 
been observed. Large numbers of pigeons 
formerly living on office buildings are now 
to be found nesting around homes in subur- 
ban areas. Since pigeons are natural hosts 
to D. gallinae, the migration of this bird 
may account for the apparent increase in 
cases of acariasis due to D. gallinae. 

Though there are fewer species of mites 
than of insects, the total population of mites 
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exceeds that of insects. A practical classifi- 
cation of mites based on their habitat (rather 
than morphology) has been provided by 
Baker ?: 

1. Nest-inhabiting mites parasitic on 
birds, chickens, and rodents and occasionally 
biting man by fortuitous circumstances. D, 
gallinae and Liponyssus bacoti are members 
of this group. 

2. Mites parasitic on animals (other than 
man). This group includes chiggers (larval 
Trombiculidae), which transmit scrub ty- 
phus, and the hay itch mite (Pyemotes 
ventricosus), which is parasitic on insect 
larvae. ° 

3. Mites parasitic on man, such as the 
itch mite (Sarcoptes scabiei) and the pore 
mite (Demodex folliculorum). 

4. Plant-feeding mites, the commonest of 
which is the clover mite (Bryobia praetiosa). 
Countless numbers of these may be seen in 
the fall crawling into homes looking for a 
warm place to spend the winter. 

5. Food-infesting mites (Acaridae) which 
may be found on breads, cereals, meat, 
cheese, and fruit as well as other foods. 
These produce dermatitis in the handlers of 
copra, wheat, and cereals. One of the mem- 
bers of the family, Acaridae, gives the 
characteristic piquant flavor to a famous 
German cheese, Altenburger “milbenkase.” 
The constant movement of the mites which 
are allowed to flourish on the cheese causes 


it to take on a shimmering opalescence. It | 
is said that upon eating this cheese for the | 
first time the gourmet experiences consider- | 


able gastrointestinal disturbances from the 
large number of mites ingested. 
All species of mites in the afore-men- 


tioned groups have been identified by various | 
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PIGEONS AS VECTORS OF D. GALLINAE 


authors as causing cutaneous eruptions in 
man. Hirst? in 1941 described the tropical- 
rat mite as producing acariasis. He identi- 
fed mites (L. bacoti) from Egypt, 
Australia, Abyssinia, and Argentina as 
blood-sucking parasites inflicting bites on 
man. Shelmire and Dove ® in 1931 reported 
a series of 200 cases of rat-mite (Liponyssus 
bacoti Hirst) dermatitis occurring in Texas. 
Weber * reported five cases of rat-mite der- 
matitis in department store employees who 
were bitten by mites found in rodent nests 
in the basement. Anderson® in 1955 de- 
scribed a woman who was bitten by rat mites 
which had invaded her kitchen. Haggard ® 
has published the description of a varicelli- 
forme eruption resulting from rat-mite bites 
in children. Food-infesting mites have been 
reported by Pirila and Kilpio’ as produc- 
ing skin irritation in prune packers. Cleve- 
land® described a cutaneous eruption in 
workers who handled contaminated cheese. 
A list of foodstuffs which may harbor mites 
and their importance in producing occupa- 
tional dermatoses in handlers of cheese, 
copra, cereals, and other foods has been 
compiled by Booth and Jones.® 

Acariasis due to bites from bird and 
poultry mites has also been reported. Boyt '° 
in 1937 described an itching eruption in a 
person who had been reading by an open 
window. The cause of the irritation was 
discovered when the patient observed mites 
scurrying across the pages of his book. 
These parasites were identified to be Lipo- 
nyssus avium et gallinae and were traced 
to starlings which had nested nearby. 
Thompson #1 has written an amusing anec- 
dote regarding “. . . an English clergyman 
who was in grave danger of losing his flock 
because of the large number of mites that 
had invaded his church.” It seems, accord- 
ing to his narration, that while praying the 
good people were bitten by hordes of 
heathen mites which had taken residence in 
the hundreds of swallow nests resting in 
the roof. The congregation threatened to 
move to a nearby mite-free parish until 
means were provided to tear down the old 
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roof along with all its unwanted tenants. 
Peace restored. Amen, 


Undoubtedly the commonest source of 
cutaneous eruptions resulting from D. 
gallinae comes from handling chickens in- 
fested with the mite. Workers on poultry 
farms and live poultry markets are so 
familiar with this annoying problem that 
they seldom seek medical attention. Other 
species of birds have been recognized as 
causing acariasis. Avian itch mites, with pet 
canaries acting as the source of infestation 
in five members of two families, were de- 
scribed by Sulzberger and Kaminstein.!” 
Cole and Driver 1 reported the case of a 
woman whom they cured of a pruritic der- 
matitis of nine years’ duration by causing 
the removal of a mite-infested canary. The 
myna bird is the natural host to the tropical- 
fowl mite (Ornithonyssus bursa). While 
in the Central Pacific I observed patients 
who suffered from annoying pruritic cutane- 
ous lesions which resulted from bites of 
these blood-sucking parasites. Arnold and 
Arnold ** have described dermatitis which 
resulted from mites which were blown out 
of infested myna bird nests into bedrooms 
at night, while their victims were asleep. 

In 1953, Rockwell, in Cincinnati, re- 
ported a papular dermatitis which affected 
three women who lived in the same apart- 
ment. The cause was traced to pigeons 
which were roosting outside a window. D. 
gallinae were found in the nest as well as 
on the window sill. The patients recovered 
after the destruction of the nest and the 
application of DDT varnish to the window 
frame. 


Dermanyssus Gallinae 


D. gallinae (DeGeer, 1778 [Fig. 1]), 
commonly known as the chicken mite, is a 
true cosmopolite. As is true of other mem- 
bers of the family Dermanyssidae, the 
chicken mite’s sole source of food is blood. 
By nature D. gallinae not only parasitizes 
chickens but is equally at home on other 
wild and domestic birds, including pigeons. 
It will attack man only when it is unable to 
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Fig. 1—Dermanyssus gallinae (DeGeer). Left, 
dorsal view of female. Right, ventral view of 
female. Reproduced with permission from Baker.” 


obtain blood from birds (Baker, et al.7*). 
The chicken mite has been incriminated by 
some to play a part in the transmission of 
St. Louis encephalitis, but, according to 
Baker and his co-workers,!® this has not 
been definitely established. D. gallinae varies 
from 0.5 to 1 mm. in length (being about 
the size of the dot over a typewritten “1’”). 
It is oval in shape and gray in color; after 
having engorged itself with blood it may 
be twice or more its normal size and appears 
red or even black. D. gallinae may be recog- 
nized from other members of acarina by 
its large dorsal plate and by the arrangement 
of body bristles. Adult mites differ mor- 
phologically from insects as follows: (a) 
Mites have no well-defined body segments, 
whereas insects have three distinct body 
segments (head, thorax, and abdomen). (b) 
Adult mites have four pairs of legs, whereas 
insects have three pairs. 

There are five stages in its life cycle. In 
other species of mites, such as P. ventri- 
cosus, the larval and other intermediate 
stages may attack man, but only the adult 
form of D. gallinae extracts blood from the 
human host. Though D. gallinae are able to 
survive on human blood alone, reproduction 
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is not possible until the female has had a 
blood meal from a bird host. Oviposition 
then takes place, at which time as many as 
seven eggs are deposited; successive egg- 
laying may take place after each additional 
blood meal. The eggs hatch into larva in 
one or two days which molt (without feed- 
ing) into protonymphs, which feed on the 
blood of their natural hosts and then develop 
into deutonymphs, which again feed and 
change into the adult form. The complete 
metamorphosis from egg to adult requires 
from 7 to 21 days, depending on temperature 
and other environmental conditions. D, 
gallinae is able to live under unfavorable 
conditions. They have been observed to go 
without food of any kind for 11 days and 
have been kept alive in the laboratory for 
6 months. They hide in dark recesses during 
daylight (under debris found in nests and 
within cracks) and forage for food at night. 
Infested roosts yield countless thousands of 
mites, and because of their insatiable hunger 
many nestlings may die from loss of blood. 
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The mite prefers to feed on the tender skin 


of baby birds; parasites may be so numer- J 


ous on nestlings that the feathers appear 
“dusty.” On the adult bird, on the other 
hand, mites are not numerous; a few may 


be found on the head and neck, but these | 


do not remain on the feathers but retire to 
cracks and crannies waiting for the birds to 
return. During the nesting season favorable 
conditions allow them to reproduce in pro- 


digious numbers. This phenomenon explains | 


the occurrence of mite-produced dermatitis 
in the mating season and particularly after 
the young birds have left their nests. Mites, 
having nothing on which to feed, swarm out 
in countless numbers in search for food; 
some of these, by chance, come upon man. 
These tiny organisms are able to travel re- 
markable distances; 
they may be attracted to any source of heat, 


being _thermotrophic, 


animate or otherwise. During the search for ” 
the causative agents in a patient in this series | 


(Case 10), D. gallinae were found clustered 
behind a television set, where they enjoyed 
its warmth but at the same time were 


shielded from the bright picture. In this} 
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TABLE 2.—Essential Features of Cases of Acariasis Due to Dermanyssus Gallinae 











Duration, Criteria for 
Case No. Age Race Sex Type of Lesions Distribution Wk. Diagnosis * 
1 29 WwW M ss Papules with central puncta; Arms, legs, trunk 2 wk. Positive 
few vesicles & urticaria 
2 18 mo. WwW F Papules; — e! ma Generalized 3 wk. Positive 
3 51 Ww F Clusters of pap Arms, legs, abdomen 4wk. Positive 
4 12 Ww F a urticaria (lichen Generalized 8 wk. Presumptive 
5 29 WwW F Papules, excorations & Generalized (except face) 3 yearly Positive 
lichenization recurrences 
6 10 mo. WwW F Clusters of sone Face, trunk, & legs 4 wk. Presumptive 
7t 57 Ww F — of pap’ Extensors of arms 1 wk. Presumptive 
8t 10 N F urticaria ® (lichen Generalized 2previous Positive 
ot icatus) summers 
9 37 Ww F Baw epee & clusters of papules Zosteriform, lumbar area 3 wk. Presumptive 
Ww uncta 
10 58 Ww M .- Pa ; pyoderma Trunk & legs 2 wk. Presumptive 
1 72 WwW F Diffuse lichenization; tiny V-area of neck, shoulders, Recurring Positive 
erythematous papules 60 yr. 
12 ll Ww F han excoriations, & Arms, legs, abdomen 4 wk. Positive 
rma 
13 ¢ 10 mo. WwW M Urticarial ase with puncta, Arms, legs 3 wk. Presumptive 
xic eryt. 
4 32 WwW M_— Clusters of papules Arms, legs, trunk 8 wk. Presumptive 
* Presumptive indicates (a) characteristic cutaneous es vg (b) presence of pigeons’ nests, (c) disappearance of a mani- 
festations after removal of nests and use of acaricides. Positive includes (a), (6), and (c) plus identification of D. gallinae 
Case presented through Dr. Herbert H. Johnson, Cleve 
Cases 8 and 13 from the dispensary of St. Vincent's Charity Hospital. 


act, at least, they elicited better “judgment” 
than did their twice-suffering victim who 
sat at the other end of the device. 


Criteria for Diagnosis 


The essential features of the 14 cases pre- 
sented in this series have been tabulated 
(Table 2). They may be classified into two 
groups : 

1. In seven patients the diagnosis was 
positively established as a cutaneous eruption 
due to bites from D. gallinae, with pigeons 
acting as vector. In each of these the of- 
fending mites were found and identified to 
be D. gallinae. 

2. Seven patients are presumed to have 
been bitten by D. gallinae. Pigeons were 
found in each instance nesting on or within 
a few feet of their homes; however, mites 
were not available for positive identification. 
Additional presumptive evidence was sup- 
plied by the patient (or family) in two of 
these, who claimed to have seen creatures 
like the mites demonstrated to them by me. 
In three others of the presumptive group, 
“mites” were found in the homes by profes- 
sional exterminators. Had it been practi- 
cable to explore the premises of these 
patients before nests had been removed 
and sprays applied, additional positive iden- 
tification might have been accomplished. 


DeOreo 





When material was available for study there 
was no difficulty in obtaining specimens; 
astounding numbers of mites were found in 
nests. It is not surprising, therefore, when 
vast numbers are being dealt with that many 
parasites eventually found their way into 
homes through cracks, windows, and window 
screens. In the night they were found crawl- 
ing on walls, around windows, on floors, and 
furniture. Like cimex, D. gallinae are night 
feeders and hide during the day under mold- 
ing and wallpaper. 


Report of Cases 


In addition to the data outlined in Table 
1, the following cases presented findings 
worth considering briefly. 


Case 1.—The first case recognized as being due 
to bites of D. gallinae was a pharmacist who de- 
veloped a profuse papular dermatitis, with clusters 
of papules scattered over the trunk and extremities. 
The general picture was similar to that seen in 
persons who had been bitten by the tropical-fowl 
mite from the myna bird. The patient’s history 
disclosed that he owned no pets of any kind (much 
less myna birds) ;. but there were many pigeons 
roosting on the roof of his house. A pigeon’s 
nest was found under an eave over a kitchen 
window; this nest (about 12 in. in diameter) was 
completely covered with a moving mass of mites. 
Mites were likewise found in abundance around 
the inside of the window frame, on the kitchen 
walls, and on the floor around the table where my 
patient ate a late supper after returning from 
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Fig. 2 (Case 1).—Mite identified as Dermanys- 
sus gallinae by E. W. Baker, Entomology Research 
Branch, Agricultural Research Service, U. S. Dept. 
of Agriculture; mag. X 100. 


work. These mites (Fig. 2) were identified to 
be D. gallinae by E. W. Baker.* 

Case 2.—This child was the daughter of the 
pharmacist (Case 1). In addition to a papular 
dermatitis much like her father’s, she developed a 
toxic erythema which was associated with malaise 
and fever. 


*E. W. Baker, Entomology Research Branch, 
Agricultural Research Service, U. S. Department 
of Agriculture, identified several specimens of 
mites sent to him as D. gallinae in personal com- 
munication to the author in June, 1957. 


Fig. 4 (Case 5).—Grouped papules with central 
puncta, 
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Fig. 3 (Case 5).—Pigeons roosting under eaves. 
Dermanyssus gallinae recovered from nest and 
living room. 


Case 4.—The clinical findings in this patient 
were those usually associated with the diagnosis 
of papular urticaria (lichen urticatus). There 
were numerous firm papules combined with papules 
superimposed on wheals widely distributed over 
the trunk, extremities, and face. In addition to 
these there were recent bites on the body. 

Case 5.—This 29-year-old housewife had had a 
recurrent pruritic eruption for three summers, 
This had been interpreted as a “nervous rash,” 
and the circumstances seemed to support this; the 
difficulty” started when the family economy made 
it necessary for the couple to move into the upper 
suite of her in-laws’ apartment, and matters were 


Fig. 5 (Case 7).—Grouped papules on flexor 
surface of forearm. : 
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Fig. 6 (Case 4)—Papular urticaria, showing 
urticarial wheals on dorsum of hands and wrists. 


not improved when she had to return to work to 
help keep things going. In the evenings it was 
her habit to do the family ironing in the living 
room in front of an outside screened door, where 
there was a cool breeze. Pigeon nests were found 
over this door on a porch roof which projected 
over it. Many mites were found in the room. 
The dermatitis cleared within two weeks of the 
time the nests were removed and DDT applied to 
the rooms. 

Case 11—A 72-year-old farm woman who pre- 
sented herself for removal of a skin tumor. There 
was a senile keratosis on the face, and further 
examination revealed an erythematopapular derma- 
tosis on the V area of the chest and’ over the 


Fig. 7 (Case 13).—Grouped papules 


on arms, 
shoulders, and neck. 


DeOreo 


shoulders which seemed to be seborrheic derma- 
titis. “My,” she replied, “don’t you know that 
those are bites from the pigeon bug? Anyone on 
the farm knows that these things live in the 
pigeon nests that are up in the rafters, and when 
the cows are milked in the barn the little critters 
fall down and cause a right smart itching. I'll 
bring you some of these little mites.” And she did, 
and, what’s more, they were! A proper lesson in 
humility of particular value to “experts.” 


Types of Cutaneous Reaction 


The commonest lesion seen following bites 
from D. gallinae was an erythematous papule 
usually about 1 cm. in diameter, resembling 
a mosquito bite. In the center of this lesion 
a tiny hemorrhagic punctum, like that usually 
seen following bites from other arthropods, 
could often be detected. The dermatitis was 
characterized by clustering of three to six 
individual papules. Occasionally vesicles 
were observed, and less often large urticarial 
plaques were present. In one instance 
(Case 9) grouped vesicles, with a unilateral 
distribution occurring along the waist-band, 
strongly resembled herpes zoster. Papular 
urticaria was present in two children. Sec- 
ondary changes resulting from scratching 


Fig. 8 (Case 13).—Toxic erythroderma of 
trunk associated with mite bites. 





Fig. 9 (Case 4).— 
Photomicrograph show- 
ing moderate hyperkera- 
tosis and acanthosis. 
Lymphocytic infiltration 
in upper portion of the 
corium, with evidence of 
focal necrobiosis; mag. 
x 240. 


produced pyoderma in two patients; chronic 
irritation produced localized neurodermatitis 
in two others. An infant (Case 2) had a 
generalized toxicoderma associated with 
mild constitutional reactions. 


Comment 


Persons exposed to D. gallinae respond in 
varying degrees of intensity; one member 
of a family showed numerous bites, with 
pronounced irritation, whereas others in the 
same household developed one or two small 
papules (which might have gone unrecog- 
nized) or no reaction at all. This variation 
in susceptibility has been noted in response 
to insect bites (particularly flea bites). One 
of the patients (Case 11) reported in this 
series seemed to develop no clinically de- 
monstrable immunity after repeated expo- 
sure; she had been bitten by D. gallinae since 
she was a little girl and still elicited a 
dermal response to their “toxins.” 

The two cases of papular urticaria (Cases 
4 and 8) supply further evidence that this 
condition is not a disease sui generis, but 
rather a clinical manifestation of an anti- 
gen-antibody reaction which can result from 
bites of insects (Shaffer et al.17 and Blank 
et al.1®) and mites, among other things. 

Successful treatment depends on recog- 
nizing that the common pigeon may be the 
source of avian mites in patients with bites 
resulting from arthropods. The victims were 
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usually not aware of the presence of the mite 
on the skin; usually itching developed a few 
moments to several hours after the bite had 
been inflicted. The presence of nesting 
pigeons in the vicinity of the patient’s home 
was recognized by the cooing noise that the 
birds made as well as the nest site, which 
was betrayed by the stains of the birds’ 
droppings. The increased interest in mites 


as vectors of disease in man and domesti- | 
cated animal has led to the development } 


of many potent acaricides; chloropheno- 
thane (DDT), chlordane, and lindane are 
effective in the destruction of mites. An 


emulsion containing benzoate, benzocaine, | 


and DDT is a useful repellent when applied 
to the skin. 


Summary 


Acariasis due to Dermanyssus _gallinae, 
with the pigeon acting as the source of the 


mites, is reported in 14 cases. 


The pigeon should be suspected as a 
possible cause in cases of pruritic dermatoses | 


occurring in spring and summer months and 
in which the etiology is obscure. 
Photographs shown in Figures 1, 7, and 8 made 


by Frank Minello, Department of Photography, © 


St. Vincent Charity Hospital. Drawing used in 


Figure 1 (from Baker™) made by James P. | 


Tucker. Photographs shown in Figures 4, 5, 6, 7, 
and 9 made by Donald Schad, Department of 
Photography, School of Medicine,, Western P-- 
serve University. 
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Smallpox in English Poetry of the Seventeenth Centu 


VINCENT J. DERBES, M.D., New Orleans 


In his “History of Epidemics in Britain,” 
Creighton + points out that the gradual rise 
of smallpox to prominence in England at 
about the end of the Elizabethan period and 
in the first years of the Stuarts cannot fail 
to strike anyone who is occupied with the 
English records of disease as a whole. 


The first mention of smallpox in English 
literature proper occurs in a collection of 
lyrical poems published in 1602. The verses 
were written by Thomas Spillman ?: 


Upon His Lapies SICKNESSE OF THE 
SMALL POCKES 


Cruel and unpartiall Sicknesse, 

Sword of that Arch-Monarke Death, 
That subdues all strength by weaknesse, 
Whom all Kings pay tribute breath. 


Are not these thy steps I tracke, 
In the pure snow of her face, 
When thou didst attempt to sacke 
Her liues fortresse and it rase? 


Th’Heavenly Honny thou didst sucke, 
From her Rose Cheekes might suffize; 
Why then didst thou mar and plucke 
Those deere flowers of rarest prize? 


Mean’st thou thy Lord to present 

With those ritch spoyles and adorne, 
Leaving mee them to lament, 

And in Inkes blacke teares thus mourne? 


No: Ile in my Bosome weare them, 

And close locke them in my hart: 

Thence, nor time, nor death, shall beare them 
Till I from my selfe do part. 


The first folio of Ben Jonson’s Epigrams 
appeared in 1616, the year of Shakespeare’s 
death, and contained, in the poet’s own 


Submitted for publication Oct. 31, 1957. 

From the Department of Dermatology, Uni- 
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cine, New Orleans. 
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words, the “ripest of his studies.” The 
epigram to the Small poxe appeared in the 
second folio in “The Forest Underwoods.” 


An EPpicRAM TO THE SMALL PoxE 


Envious and foule Disease, could there not be 

One beautie in an Age, and free from thee? 

What did she worth thy spight? were there not 
store 

Of those that set by their false faces more 

Then this did by her true? She never sought 

Quarrell with Nature, or in ballance brought 

Art her false servant; Nor, for Sir Hugh Plot, 

Was drawne to practise other hue, then that 

Her owne bloud gave her: Shee ne’re had, nor 
hath 

Any beliefe, in Madam Baud-bees bath, 

Or Turners oyle of Talck. Nor ever got 

Spanish receipt, to make her teeth to rot. 

What was the cause then? Thought’st thou in 
disgrace 

Of Beautie, so to nullifie a face, 

That heaven should make no more; or should 
amisse, 

Make all hereafter, had’st thou ruin’d this. 

I, that thy Ayme was; but her fate prevail’d: 

And Scorn’d, thou’ast showne thy malace, but hast 
fail’d. 


A contemporary of Ben Jonson was} 
Bishop Richard Corbett? (1582-1635), the 


author of many poems, whose conviviality 
was famous. Because of his “fine fancy 


and preaching,” James I made him one of! 


the royal chaplains. Alice Hutton, the young 
and beautiful wife of Corbett, died of the 
smallpox in April, 1628. His strong feelings 


against the disease are expressed in his § 


“Elegy on Lady Haddington” (Lines 59 
71): 


An ELEGIE UPON THE DEATH OF THE LADY 
Happincton WuHo Dyep oF THE SMALL Pox 


Oh thou deform’d unwoeman-like Disease, 
That plowst up flesh and bloud, there sow’st pease, 
And leav’st such printes on Beauty, that dost come 
As clouted shon do on a floore of lome; 
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Thou that of faces hony-combes dost make, 
And of two breasts two cullenders, forsake 

Thy deadly trade; thou now art rich, give ore, 
And let our Curses call thee forth no more. 

Or if thou needs wilt magnifie thy Power, 

Go where thou art Invoked every hour; 
Amongst the Gamesters where they call thee thick 
At the last Main, of the last Pocky Nick... 


The poem of William Cartwright,* “On 
His Majesties Recovery from the Small 
Pox,” appeared in 1633. The appropriate 


lines (9-14) follow: 


On His Majesties RECOVERY FROM THE 
SMALL Pox 


Let then the name be alter’d, let us say 

They were small Starres fixt in a Milky way; 
Or faithfull Turquoises, which Heaven sent 
For a discovery, nor a punishment; 

To shew the ill, not make it; and to tell 

By their paile lookes, the Bearer was not well. 


The reference to the turquoises probably 
means that Cartwright had Donne’s “First 
Anniversary” (1621 ed., p. 32) in mind: 


As by a compassionate turcoyse which doth tell 
By looking pale, the wearer is not well. 


The first published poem of Dryden was 
written in 1649, when he was 17. It was 
an elegy of a schoolfellow, Lord Hastings, 
who died June 24, 1649, at the age of 19, of 
smallpox. This young nobleman was the 
eldest son of the Earl of Huntingdon; his 
extraordinary precocity and learning made 
his early death deeply and widely deplored. 
The young nobleman was engaged to be 
married to a daughter of Sir Theodore 
Mayerne, a famous physician, who attended 
hin in his illness. A volume of poems, con- 
taining 33 elegies on his death, was published 
at the close of the year, bearing the title 
“Lachrymae Musarum, the Tears of Muses, 
Written by Divers Persons of Nobility and 
Worth upon the Death of the Most Hopeful 
Henry, Lord Hastings, Eldest Son of the 
Right Honourable Ferdinando, Earl of 
Huntingdon, Heir-General of the High- 
Born Prince, George, Duke of Clarence, 
Brother to King Edward the Fourth.” Its 
appearance was a great matter to the school- 
boy poet, for the volume also contained work 


Derbes 


by such comparatively established poets as 
the Yorkshire M. P. Andrew Marvell, the 
architect author of Cooper’s Hill, Sir John 
Denham, and the Rev. Robert Herrick, a 
reformed “spark” recently ejected from his 
Devonshire rectory (Young).® All of Dry- 
den’s biographers have referred to the ridic- 
ulous language and forced conceits of this 
earliest effort of his muse. Lines 53-64 fol- 
low. 


Upon THE DEATH OF THE Lord HASTINGS 


Was there no milder way but the Small Pox, 

The very Filth’ness of Pandora's Box 

So many Spots, like naeves, our Venus soil? 

One Jewel set off with so many a Foil? 

Blisters with pride swell’d; which th’row’s flesh 
did sprout 

Like Rose-buds, stuck i’ th’ Lily-skin about. 

Each little Pimple had a Tear in it, 

To wail the fault its rising did commit: 

Who, Rebel-like, with their own Lord at strife, 

Thus made an Insurrection ’gainst his life. 

Or were these Gems sent to adorn his Skin, 

The Cab’net of a richer Soul within? 


The word naeves (spots, or moles) probably 
occurs nowhere else in Engiish literature. 
There is, however, at least one poem on 
nevi, by Thomas Carew ® (1595-1645) : 


Upon A Mote In Cettas BosoMe 


That lovely spot which thou dost see 

In Celias bosome was a Bee, 

Who built her amorous spicy nest 

I'th Hyblas of her either breast, 

But from close Ivery Iyves, she flew 

To suck the Arromattick dew, 

Which from the neighbour vale distils, 
Which parts those two twin-sister hils. 
There feasting on Ambrosiall meat, 

A rowling file of Balmy sweat, 

(As in soft murmurs before death, 
Swan-like she sung) chokt up her breath, 
So she in water did expire, 

More precious then the Phaenix fire; 
Yet still her shaddow there remaines 
Confind to those Elizian plaines; 

With this strict Law, that who shall lay 
His bold lips on that milky way, 

The sweet, and smart, from thence shall bring 
Of the Bees Honey, and her sting. 


The period from the Restoration onward 
witnessed an increase in vigor of the disease 
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and began with two deaths from smallpox 
in the royal family within a few months 
after the return of the Stuarts. The Duke of 
Gloucester, the brother of the king, and the 
Princess Mary of Orange, his sister, died 
in 1660. According to Creighton, the small- 
pox rose to epidemic height in 1661. Creigh- 
ton recounts an interesting episode of the 
period : 

The smallpox of 1667-68 had among its numer- 
ous victims one of the king’s mistresses, the beau- 
tiful Frances Stewart, duchess of Richmond, 
residing in Somerset House, who caught the disease 
in March 1668 and was “mighty full of it.” Pepys, 
who records the fact, had seen her portrait taken 
shortly before: “It would make a man weep,” he 
exclaims, “to see what she was then and what she 
is likely to be by people’s discourse now.” Hap- 
pily the worst fears were not realized. Pepys saw 
her driving in the park in August, and remarks, 
without a strict regard to grammar, that she was 
“of a noble person as ever I did see, but her face 
worse than it was considerably by the smallpox.” 
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The king, unlike the Lord Castlewood of romance, © 


suffered no loss of ardour for his mistress, having 
visited her over the garden wall, as Mr. Pepys 
relates, on the evening of Sunday, the 10th of 
May. © 
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A Study of the Antipruritic Effects of Topical Steroids 


LAWRENCE FRANK, M.D., Brooklyn 


The question as to whether the topically 
applied steroids are antipruritic has not been 
settled. The general impression based on 
clinical use is that the steroids are effective 
antipruritics. A poll? of 100 dermatologists 
chose hydrocortisone and fluorohydrocorti- 
sone ointments and lotions as their most 
effective local antipruritic agents. On the 
other hand, there is little experimental evi- 
dence to substantiate this. Cormia? found 
that cortisone systemically did not raise the 
itch threshold and had little measurable ef- 
fect on itching. The following account is an 
attempt to evaluate the antipruritic effect of 
topical steroids both clinically and experi- 
mentally. 


Methods and Materials 


Cormia’s method of producing pruritus by the 
intradermal injection of histamine was not found 
satisfactory for evaluating topical antipruritics. 
Cowhage from ripened Mucuna pruriens pods was 
tried and found to regularly produce a sharp 
stinging pruritus. However this was found too 
intense and too transitory for any effect of an 
antipruritic agent to be apparent. The most satis- 
factory technique was found to be the strip 
method* of removing the stratum corneum and 
the epidermal barrier. with cellophane tape. After 
this a drop of 1:1000 histamine phosphate applied 
topically consistently produced an erythema, wheal, 
and flare. This was accompanied by pruritus of a 
sufficiently low intensity and sufficient duration 
(12 to 65 minutes) to be measurably affected by 
an antipruritic agent. 

In 16 subjects the stratum corneum of a strip 
of skin 2 in. by % in. was removed from both 
thighs or both forearms by the method of applying 
and removing cellophane tape from 30 to 60 times 


Submitted for publication Oct. 2, 1957. 

All materials supplied by Dr. Michael Carlozzi 
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Division of Dermatology and Syphilology, De- 
partment of Medicine, State University of New 
York College of Medicine at New York City, 
Brooklyn. 


(until a glistening surface appeared and no further 
stratum corneum adhered to the removed tape). A 
drop of 1:1000 dilution of histamine phosphate 
was then applied to the denuded area and spread 
evenly with three strokes of a glass rod. After 
the wheal, flare, and pruritus appeared, one area 
was treated with an ointment containing 0.5% 
hydrocortisone diethylaminoacetate * in petrolatum 
and the contralateral area was treated with plain 
petrolatum. 

The same procedure was repeated with use of a 
1% hydrocortisone free alcohol suspension with a 
drop of normal saline as a control. The degree 
and duration of pruritus were compared on each 
side to determine any antipruritic effect of the 
steroids as compared with the controls used. 

A third group had contralateral stripped areas 
produced. In this group half a stripped area was 
treated with a 1% hydrocortisone suspension and 
the other half of the area was treated with 0.5% 
hydrocortisone diethylaminoacetate in petrolatum. 
The contralateral sides were treated half with 
normal saline and half with plain petrolatum as 
controls. Two hours later a drop of 1:1000 
histamine phosphate was spread over all areas, and 
comparisons were made as to degree and duration 
of pruritus. 


Results 


An attempt was made to evaluate the size 
of the wheal and flare of the treated and the 
control areas. However, this proved to be 
variable and inconstant. The best compara- 
tive criterion was found to be the duration 
of the pruritus of the treated and the control 
areas. This varied greatly from patient to 
patient, but contralateral areas of each pa- 
tient fell within a sufficiently close range for 
variations to be significant. 

Table 1 shows that neither steroid had 
any significant effect on the histamine pruri- 
tus when the steroid was applied after the 
histamine. Table 2 shows, however, that 
both steroids shortened the duration of 


*Ethamicort, a water-soluble ester of hydro- 
cortisone produced by Charles Pfizer & Company, 
Inc. 
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Taste 1.—Antipruritic Effect of Topical Sterotds 
Following the Production of Pruritus by 
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TABLE 2—Antipruritic Effect of Topical Steroids 
Applied Two Hours Prior to the Production 














Histamine of Pruritus by Histamine 
Cases Cases 
Drug Concentra- Concentra- — 
tion, % Tested, rata to Drug tion, % Tested, Superior to - 
No. Control, % Ne. Control, % 
Hydrocortisone Hydrocortisone 
diethylaminoacetate 0.5 16 18 diethylaminoacetate 
Hydrocortisone freu in petrolatum 0.5 16 50 
alcohol suspension 1 16 18 Hydrocortisone free 
alcohol suspension 1 16 56 





pruritus significantly when applied two hours 
prior to the histamine. 


Clinical Trial 


Three hundred eleven patients with bilateral 
pruritic dermatoses were treated with concentra- 
tions of hydrocortisone and hydrocortisone diethyl- 
aminoacetate ranging from 0.1% to 1%. Always 
a contralateral area was treated with a blank 
vehicle of the same nature to act as a control. 
In dermatoses in those areas where bilateral areas 
could not be treated, such as pruritus ani, the 
active preparation was alternated with the blank 
control to obtain a comparative evaluation. The 
hydrocortisone was used in a shake lotion and the 
hydrocortisone diethylaminoacetate, being water- 
soluble and unstable in solutions, was used in 
petrolatum base. Patients were given liberal quan- 
tities of the preparations and instructed to apply 
their medication five times a day. Where there 
was any doubt as to which was more antipruritic, 
the preparations were reversed and reevaluated. 


Results 
Table 3 shows that both the hydrocor- 
tisone and the hydrocortisone diethylamino- 


TABLE 3.—Antipruritic Effect of Steroids in 
Pruritic Dermatoses 











Cases 
Concentra- Treated, Showing 
Drug Used tion, % No. Significant 
Antipruritic 
Effect, % 
Hydrocortisone 
dietbylaminoacetate 
in petrolatum 0.5 92 46 
atydrocortisone 
diethylaminoacetate 
in petrolatum 0.25 38 29 
Hydrocortisone 
diethylaminoacetate 
in petrolatum 0.1 17 18 
Hydrocortisone free 
alcohol shake lotion 0.5 84 41 
Hydrocortisone free 
alcohol shake lotion 0.25 55 31 
Hydrocortisone free 
alcohol shake lotion 0.1 25 16 
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acetate are effective antipruritic preparations 
when used clinically in various dermatoses, 
In a significant number of patients 0.25% 
of each was more effective than the control. 
When the concentration used was 0.1%, little 
difference was noted between the control 
and the active preparation. An occasional 
patient found even a 0.1% concentration to 
have an antipruritic effect. 


Summary 


Hydrocortisone and hydrocortisone di- 
ethylaminoacetate were found to have an 
antipruritic effect when applied two hours 
prior to histamine on “stripped” skin. 

When the histamine was applied before 
the topical steroids, the latter did not shorten 
the duration of pruritus on “stripped” skin. 

Clinically hydrocortisone and hydrocorti- 
sone diethylaminoacetate in concentrations of 
0.25% were found to be effective antipru- 
ritics in pruritic dermatoses. 


55 Rugby Road (26). 
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Contact Dermatitis from “High-Speed-Duplicator” 


Papers 
A New Disease of Office Workers 


CHARLES SHEARD Jr., M.D.; HERBERT J. SPOOR, M.D., and ROBERT ABEL, M.D., New York 


In recent months, cases of an unusual 
type of contact dermatitis affecting the lips, 
eyelids, and fingers of office workers has 
come to our attention. The cause is a type 
of sensitized paper used in a new high- 
speed duplicating machine in which the 
paper is inserted in the machine along with 
the sheet to be copied, and is exposed to 
intense light. The chemical in the paper is 
a trade secret, though we have been in- 
formed! that it is a simple chemical. 
Speculation suggests that it is a phenolic 
compound. We strongly suspect that it may 
be closer to the photodevelopers, such as 
p-methylaminophenol sulfate (Metol). 

The eruption is severe, with vesiculation, 
erythema, and_ seborrhea-like superficial 
scaling. It characteristically seems to involve 
the lower lip, a site invariably involved in 
smokers. The eruption is very pruritic and 
annoying. Messengers exhibit the rash on 
the knuckles, where they contact the paper 
when they carry bundles of it, with fingers 
under the string, or on the ulnar forearms 
or “leaned-on’” areas; businessmen often 
develop it on the first three fingers of both 
hands, where they contact the paper when 
turning pages and folders, or on the ulnar 
right palm, where they contact the paper 
when the hand rests while making notes. 

Since there is no known method of de- 
sensitization, cure can be attained by a 
change of job or a change of paper. This 
is often difficult to achieve. We are for- 
tunate, however, in having nonallergenic 
papers (henceforth referred to as J-1 and 

Received for publication Oct. 30, 1957. 


New York Hospital-Cornell Medical 
Department of Medicine (Dermatology). 


Center 


J-10)* available for one type of machine 
which can be substituted. Exposure to even 
a pencil contaminated by touching one of the 
allergenic papers is enough to cause the erup- 
tion to relapse, and so a complete office 
changeover to the new paper seems the only 
solution, 
Report of Cases 

Case 1.—A man aged 51, employed by a bank 
in Manhattan, handles Thermofax copies all day. 

Onset occurred with a fairly severe dermatitis 
of the first three fingers around Dec. 25, 1956, 


*Minnesota Mining and Manufacturing Com- 
pany, Thermofax Duplicator papers DPX-12-88- 
Jl (buff-tinted) and DPX-26-36-J10 (white). 


Fig. 1 (Case 1).—Dermatitis of periorbital area 
and lower lip. 











later spreading to involve the face and neck and 
lower lip. Extensive patch testing elicited nega- 
tives to all but the duplicator papers, to which 
he gave a markedly positive patch test at 48 hours 
and at 5 days. This was repeated on retesting. 

Special substitute papers were obtained to which 
the patient was tested. Patch tests with these 
papers gave negative results, and he was advised 
to try to have his bank use these papers. He was 
not able to accomplish this, and it has been ex- 
tremely difficult to control his eruption. He gets 
better on week ends. 

CasE 2.—-A man aged 40, employed by the 
same bank as the patient in Case 1, handles memos 
and notices coming to him on duplicating paper. 

He began to develop a seborrheic-looking derma- 
titis of the backs of the hands, volar wrists, eye- 
lids, lower lip, and cheeks on or about July 20, 
1957. Erythema and scaling were the chief 
characteristics. 

He noticed that his condition would improve 
on week ends. He is a cigarette smoker. Patch 
tests to the substitute papers, J-1 and J-10, were 
negative at 48 hours and at 5 days. He is at- 
tempting to arrange a changeover. to the new 
papers. 

Case 3.—A man aged 55 is comptroller for a 
magazine publisher and handles Thermofax copies 
all day. His eruption began with a contact derma- 
titis of the palmar aspect of the fingers and the 
ulnar aspect of the palm in February, 1957. From 
time to time the dermatitis would involve the left 
cheek (telephone hand) and lower lip (cigarette 
fingers). Patch tests to Thermofax papers were 
negative at 48 hours but became strongly positive 
at 5 days. Tests to the substitute papers J-1 and 
J-10 were negative at 48 hours and 5 days. 

Through March, April, May, and June the 
patient’s eruption was controlled with great diffi- 
culty. Lack of cooperation by the sales depart- 
ment prevented our obtaining the substitute papers 
until June. The condition cleared while the patient 
was on a two-week vacation, only to relapse on 
his return. A feature of his dermatitis was the 
involvement of his lower lip, and he was a ciga- 
rette smoker. The wearing of cotton or leather 
gloves and the use of protective creams was with- 
out any benefit. 

After a complete changeover to the new papers, 
in July, the dermatitis subsided to the point where 
it appears only when he inadvertently touches the 
“old” sensitizing paper with his pencil. 

CasE 4—A man aged 38, a messenger for 2 
blueprint and duplicator supplier, developed a 
dermatitis in the fall of 1956. The eruption oc- 
curred chiefly on the knuckles of his left hand and 
on the right fifth finger at the proximal phalanx. 
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Fig. 2 (Case 4).—Positive reactions to patch 
tests. Tests with the newer papers, J-1 and J-10, 
show no reaction. 


His job entails wrapping and tying parcels of blue- 
prints etc., and delivering them by hand. Scrap 
duplicator paper was used for wrapping. The dis- 
tribution follows the areas expected to be in con- 
tact with the paper or string. 

Patch tests to the substitute papers J-1 and J-10 
were negative, while there were markedly positive 
patch tests to other duplicating papers. Listed 
here are the results of patch tests in this patient, 
whose dermatitis defied accurate tracing for some 
time. 

K&E Duplicating paper—Delayed positive re- 
action after 72 hours 

Verifax (H. R.)—Positive reaction at 48 hours 

Thermofax—Positive reaction at 48 hours 

Elastopatch adhesive—Positive at 48 hours 

Scotch tape—Negative at 48 hours 

Case 5.—A woman aged 21 was first seen on 
Sept. 26, 1957. Her work, in the office of a com- 
pany selling duplicator machines and their supplies, 
was to carry parcels and packages of paper to 
various offices. The onset of her eruption oc- 
curred around Aug. 1, with a pruritic scaling 
erythema involving the ulnar surfaces of the fore- 
arms and elbows and, later, the upper and lower 
lip and periorbital areas. 


Patch tests were markedly positive to the dupli- 
cating paper at 48 hours and after, and there was 
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Fig. 3 (Case 5).—A and B show positive re- 
actions to duplicator paper before and after de- 
velopment. C is reaction to carbon paper. 


also a mild reaction to carbon paper. This pa- 
tient’s eruption cleared completely while she was 
on vacation but relapsed on her return to work. 


Comment 


The above cases illustrate the features of 
a newly discovered contact dermatitis. They 
also indicate that as more chemically treated 
substances come into common use obscure 
skin conditions will continue fo arise and 
require detailed history-taking for proper 
discovery and cure. 


A remarkable amount of attention to de- 
tail and the use of a new hypoallergenic 
paper (J-1 and J-10) enabled one patient 
(Case 3) to control the dermatitis. A sim- 
ilar plan will have to be put into effect in 
other offices if control is to be achieved. 
Hydrocortisone preparations are helpful 
adjuncts but do not completely control the 
eruption. The newer paper now available, 
if used in place of, rather than in addition 
to, the older papers, should be of great help 
in providing complete control. 


Summary 


Five cases of an unusual type of contact 
dermatitis of the face and hands in office 
workers has been described, and a method 
of control—in the case of at least one manu- 
facturer’s product—has been outlined. 


102 E. 78th St. (21). 
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Special Notice 


It has been the experience of many chiefs of service in dermatology training 
centers that during the months preceding the examination the candidates spend 
much of their time in intensive preparation for the examination, as if passing the 
examination were the essential aim of the training. It has never been the intention 
of the Board that the qualifying examination for testing a candidate’s competence 
should usurp so much of the time assigned to his training. 

To correct this fault the Board intends gradually to separate the date of the 
examination from the date of the termination of the training period, so that 
eventually neither the written nor the oral examination can be taken until ap- 
proximately one year after the termination of the candidate’s three-year training 
period. 

This one year of experience prior to taking the examination will be considered 
a sufficient substitute for the two years of experience required in the past. The 
certificate of the American Board of Dermatology will then be awarded im- 
mediately after the successful passing of the examination. 


Received for publication Jan. 9, 1958. 
* Special note. 


Summary of the 1957 Reports to the Sponsoring Societies and of the Report 
of the Committee on Examinations 


Twenty-five years ago the American Board of Dermatology was organized. 
It is a tribute to the members of the sponsoring societies and to other physicians 
devoted to the furtherance of dermatology that in the last quarter of a century, 
1832 physicians have become specialists certified by the Board. 

It is estimated that 38% of the physicians practicing in the United States are 
specialists in the various branches of medicine. Volume 8 of the Directory of 
Medical Specialists lists 57,107 specialists, about 3% of whom are dermatologists. 

Dermatologists are practicing in each state, with the exception of Wyoming. 
Approximately one-half are located in the states of New York, California, and 
Pennsylvania. There has been a trend among recently certified specialists toward 
locating in less densely populated areas. The exceptions are New York and 
California, which have absorbed about 30% of the recently certified specialists. 
This includes three-fourths of the 5% of specialists who had been graduated 
from medical schools outside the United States. 

During the past six years the proportion of certificates awarded by our Board 
to medical degrees granted by schools in the United States was 1:100. In other 
words, at the present rate 1% of the approximately 7000 physicians awarded 
medical degrees annually will eventually specialize in dermatology. 


* Special article. 
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Over one-third of the specialists certified during the past six years were 
alumni of the following medical schools: Temple University School of Medicine, 
University of Michigan Medical School, University of Minnesota Medical School, 
Jefferson Medical College of Philadelphia, Creighton University School of Medi- 
cine, St. Louis University School of Medicine, New York University-Bellevue 
Medical Center, Duke University School of Medicine, or Ohio State University 
College of Medicine. (The order is according to the highest number of alumni.) 
Although the above nine medical schools awarded approximately 15% of the 
medical degrees, their alumni represent 34% of the 1950-1956 specialists certified. 


At present 75 institutions are approved for graduate training in dermatology. 
Fifty-eight are approved for full training, six for two years of training, and 
eleven for one year of training. There are 58 preceptors. 

Approximately 300 candidates are in training .each year, and about 70 are 
awarded certificates. It appears that there is need for more dermatologists and 
particularly so in less densely populated areas. 


Examinations 


Dermatologists from many states again aided the Board in the written examina- 
tion by submitting questions and supervising the written examination. The 
examinations were held in 25 cities on June 27. Among the 87 taking the written 
examination, 72 passed, 8 were conditioned, and 7 failed to pass. There was only 
one failure among the candidates taking the examination for the first time. This 
is a better record than that of many years and is above the average of the other 
specialty boards. 


Questions of the true-false type were not used in the written examination 
this year and will probably not be used in the future. Most of the questions were 
of the single alternative-multiple choice type, in which only one of the choices 
is correct. Other questions were of the multiple alternative-multiple choice type, 
in which one or more choices might be correct. Generally speaking, such questions 
measure ability to learn and retain factual knowledge. Therefore, the examination 
also contained a number of questions of special types which attempted to measure 
ability to think and reason. After the written examination papers were graded, 
the results were analyzed to determine which questions were most effective in 
determining the levels of ability of the candidates. 

The following questions from the 1957 examination may illustrate these points 
more clearly. 

1. Doubling the voltage increases the dosage of x-ray 
one and one-half times. 
two times. 
four times. 
eight times. 

The best results in the treatment of granuloma inguinale are obtained with 
penicillin. 

the sulfa drugs. 

Terramycin. 

tartar emetic. 

A Shwartzman reaction requires an eliciting (provocative) injection which must be 
a bacterial filtrate. 

given in the same site as the preparatory injection. 

given intravenously. 

given not less than 18 hours after the preparatory injection. 


ap oeopeanastpNnan sp 
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These three questions have only one correct answer each. In spite of the fact 
that later analysis of the results showed Questions 1 and 2 to be relatively easy, 
they did serve to distinguish between degrees of ability in the lowest segment of 
the group examined. 

To grow in a yeast-like phase at 37 C, reproducing by budding only, is characteristic of 
Histoplasma capsulatum. 

Coccidioides immitis. 

Blastomyces brasiliensis. 

1. Sporotrichum schenckii. 

e. Blastomyces dermatitidis. 

For this question there are multiple correct choices, as was pointed out in the 
instructions. In this type of question the temptation to guess at the answer is 
lessened by the knowledge that the net score is the result of subtraction of the 
number of incorrect answers from the number of correct answers. 

5. The patient with atopic dermatitis presents many interesting and paradoxical vascular 
responses. One of these is the reaction of the blood vessels of his skin to intradermally 
injected acetylcholine (1:10,000 to 1:100,000) solution. Below are several sentences 
stating what might happen when acetylcholine is so injected and the reasons for each 
statement. Indicate which statements and reasons are true and which are false, using 
the following notation: 

a. Both the statement and the reason are true. 

b. The statement is true but the reason is false. 

c. The statement is false but the reason is true. 

d. Both the statement and the reason are false. 

A delayed blanch of vasoconstriction due to the direct action of the drug on the blood vessels. 

A delayed blanch of vasoconstriction due to the axon reflex effect of the drug on the blood 
vessels. 

A prolonged local red area of vasodilation at the site of injection due to the muscarinic 
effect of the drug on the blood vessels. 


Pop Sf 


A prolonged local red area at the site of injection due to the axon reflex effect of the drug 

on the blood vessels. 

The above and the following questions are illustrations of special types used 
in the attempt to measure reasoning power as well as factual knowledge. Less 
than one-half the candidates chose the correct answers. Such failure can be due 
either to lack of knowledge or to difficulty in analyzing and dealing with the 
statements. It seems obvious that both aptitudes are desirable in a physician. 

6. In Column A are listed diseases, and in Column B, skin lesions. In the space on the 

special answer sheet for each item indicate the letter or letters of the skin lesions which 
are likely to occur with each disease. A lesion may appear once, more than once, or 


not at all. 
A B 
i. Sickle-cell disease a. Seborrheic dermatitis 
ii. Histoplasmosis b. Photosensitivity 
iii. Reticuloendotheliosis c. Xanthoma 
d. Chronic skin ulcers 
e. Purpura 


7. A white woman, aged 37 presented a syphilitic chancre of the upper lip of four weeks’ 
duration associated with syphilitic roseola. Dark-field examination and Wassermann 
tests were positive. Twelve hours after the first injection of 600,000 units of procaine 
penicillin, she developed fever, with temperature of 104 F, associated with an exacerba- 
tion of the early syphilitic lesions. This reaction is known as 

a. Milian’s fever. 

b. Therapeutic paradox. 

c. Therapeutic shock. 

d. Specific allergic reaction to penicillin. 

e. Serum sickness. 
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This question is an example of a special type of single alternative-multiple 
choice question. It will probably disappoint the teachers to learn that the candidates 
found this to be a very difficult question. One purpose of choosing this illustration 
is to demonstrate the need for increased knowledge of syphilis and other venereal 
diseases. 

Through the courtesy of Dr. Harry M. Robinson Jr., the oral examinations 
were held at the University Hospital of Baltimore on Oct. 11, 12, and 13. During 
each of the six half-day sessions, eight examiners sought to ascertain each 
candidate’s qualifications as a specialist in dermatology. Of the 85 candidates who 
were examined, 75 passed, 4 were conditioned in one or more subjects, and 6 
failed to pass. There was an excellent correlation between the test scores on the 
written and on the oral examinations, as no candiate with a score of 77 or higher 
on the written examination failed the oral examination. There was also remark- 
ably good correlation between the final grades of the candidates and the evaluation 
of the candidates’ abilities as expressed by the chiefs of training in their annual 
reports and in most letters of reference. 


Training 

Many of the candidates are well trained. However, there is need for more 
emphasis on the development of astute clinicians and therapists, on the manage- 
ment of patients who require hospital care, on allergic diseases of the skin, on 
veneral disease, and on pharmacology. Ninety per cent of the candidates were 
trained in institutions approved for three years. Analysis of the records suggests 
that candidates most successful in the examinations were from a few institutions 
offering continuous well-integrated training over a period of three years. 

During the year, preceptorships have been reevaluated. The present preceptors 
are in active practice and have professorial rank in institutions approved for 
three years. In July, precepteeship training was reduced to one year. Effective 
July 1, 1958, each preceptor may train only one preceptee during any half-day 
office session. One hundred specialists who were certified had been preceptees and 
had cooperated in an evaluation of preceptorship training. It was the opinion 
of almost all preceptees that precepteeship of one year’s training was one of the 
most worth-while phases of training and was unequaled for the study of clinical 
dermatology and management of ambulatory patients. There was high praise 
for the preceptors who so willingly taught them during active office practice. One- 
third of the candidates were preceptees. No preceptee failed the oral examination. 

The Board has neither the experience nor the facilities to judge the medical 
training of physicians who graduate from medical schools not recognized by the 
American Medical Association and who plan to care for the sick people of the 
United States. It is therefore necessary for these physicians to pass Part I and 
Part II of the examination given by the National Board of Medical Examiners. 
In March the Executive Committee of the National Board of Medical Examiners 
declined to reexamine any candidate taking the examination at the request of 
Specialty Boards who failed either part of the examinations. In the past few 
years about one-third of the graduates of medical schools not recognized by the 
Council on Medical Education and Hospitals of the American Medical Association 
have been successful in the first two parts of the National Board Examinations. 
This is in marked contrast to the candidates graduating from approved medical 
schools in the United States, the majority of whom have been certified by the 
National Board. 
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Next Examinations 


The next written examination will be held in major cities on June 30. 
The next oral examination will be held at the Henry Ford Hospital, Detroit, 


from Oct. 17 to Oct. 19. 


The final date for filing all applications is April 1. 
The following 20 candidates have fulfilled the requirements of the Board and 


were certified in October: 


Stefan Bielinski 

Edward J. Bowen Jr. 
Lester Fox 

LaVerne F. Grams 
Joseph Gropen 

Robert Emmett Holsinger 
Everett Philip Kirch 
William Glenn Lawson 
Morris M. Meister 
Harold Plotnick 


Joseph G. Silverberg 
Allen D. Smith 
Theodore B. Sutnick 
Frederick Swanson 
Alexander B. Timm Jr. 
James Kenneth Tompkins 
Thomas L. Trunnell 
Victor Williams 

Clayton E. Wood 

Setrag A. Zacarian 


The following 55 candidates have passed the examinations and will be certified 
when they have completed the necessary two years of experience in dermatology : 


William A. Anderson 
Henry Thornton Ash 

Jean M. C. Bansbach 
Sheldon Morton Barnett 
William Burroughs 
William Harvey Cabaniss Jr. 
Espey Farnsworth Cannon 
Rita Melnick Chafkin 
Marvin Ernest Chernosky 
Melvin S. Cohen 

Richard Davis Cole 

Joseph Michael Corcoran 
Frank H. Davis 

Raymond H. DiMarco 
Richard Lawrence Dobson 
William Dorner Jr. 
Eugene Micheaux Evans Jr. 
Mark Allen Everett 

Evan Stanley Farrington Jr. 
Smith H. Gibson 

Sylvia F. Griem 

Joseph Patrick Griffin 
Robert H. Harding 
Richard A. Higley 

Paul Hirsch 

William R. Howard 
Thomas J. Jones 

Stanley Katz 


Carol Margaret Leland 
Maynard Lender 

Louis Levine 

Walter Fitch Manley Jr. 
Robert Joseph McCabe 
Richard Mihan 

Stanley H. Mounce 
Vitold T. Narus 

Lloyd Aaron Owens 
Thomas Pastras 
Edmund Lawler Piper 
William Henry Pollard II 
Joseph Ogden Priestley 
Peter Rudolph Senn 
Jesse Graham Smith Jr. 
Kenneth B. Snider 
Hiram Maxwell. Sturm 
Christine Bickness Sutton 
Thomas D. Swafford 
Victor M. Torres-Rodriguez 
Emilio F. Trilla 
William L. Warren 
Charles H. Wells 

John Cecil Wilkinson 
Charles J. Wilson 
Joseph Albin Witkowski 
Howard Stanley Yaffee 


1 Haven Ave., New York (32). 


The Dermolympic Contest 


The annual Dermolympic contest time is here again. As in previous years, 
the contest is open to all interested persons who fulfill the eligibility requirements.* 


Received for publication Jan, 9, 1958. 


Communication received from a successful 1956 candidate. 
* Qualifications are listed separately in a bound volume to simplify the contest rules. 
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AMERICAN BOARD OF DERMATOLOGY, INC. 


The contest is open to all citizens of the United States, including members of the 
families of the Board of Judges. A participant may enter as many yearly contests 
as he wishes, provided he has not been a winner in previous years. In case of 
ties, alternate puzzles will be provided to eliminate some of the contestants. The 
decision of the Judges is final, and all entries become the property of the 
Dermolympic board. To insure perpetuation of future yearly contests, a limited 
number of prizes is available. A small fee of $100.00 is required to jiandle the 
cost of conducting the contest; do not send postage. 

The contest will be sponsored simultaneously in specified cities throughout 
the country. Entries are judged on the contestant’s ability to outguess a temper- 
amental I. B. M. machine which chooses winners automatically. (Part of the 
entrance fee is used to buy lubricating oil and special marking pencils for the 
machine.) The contest consists of no less than 500 and no more than 1600 
clever riddles. These riddles are the handiwork of several of the cleverest 
writers of our country and, to insure further interest and stimulation, outside 
guests are invited to “switch” around the various clues. Clues are in abundance, 
and to make the contest still more interesting they are often misspelled; this adds 
considerable zest. 

Originality in submitted solutions is not required; in fact, it is frowned upon. 
Neatness, however, might make the difference between winning and losing, since 
the I. B. M. machine is quite puritanical. All answers are made with a special 
marking pencil; answer marks must completely fill the special marked boundaries 
provided on the answer sheet. These boundaries are 4¢ in. wide and \% in. long; 
pencil points vary from 1%,4 in. to 4% in. in width (some contestants bring their 
own pencil sharpeners), and so it can be simply ascertained that from seven to 
nine strokes are necessary to completely fill in the marked area. Under no cir- 
cumstances must any portion remain incompletely blacked out nor must any 
marking extend more than 220» beyond the borders. The shading of the mark 
must have a brilliance-hue index of 0.9. Care must be taken not to allow special 
graphite dust to fall outside the markers as this may cause erroneous tabulation. 
As a precaution, candidates are advised to hold their breath while marking answers 
and periodically to wave the answer sheet at an open window to remove undesired 
graphite vapors and dust from the answer sheet. If a contestant wishes to change 
an answer (which is unlikely since one answer usually looks as good or as bad 
as any other), it is advisable that he erase the spot for at least nine minutes. 
Be careful not to erase through the paper, as this may produce a hole in the answer 
sheet and thus jam the I. B. M. machine—a candidate can easily disqualify this way. 

The contest is divided into several parts, each cleverly devised to stimulate 
thinking. Read the rules to each part carefully and think; it is advisable to reread 
the rule seven or eight times, taking care always to think. However, it is not 
advisable to spend more than one-half the alloted time (three hours ¢) reading 
the individual rules, since you may not have any time left to mark and measure 
your answers. Very shrewd guessing is encouraged. In fact, guessing is ab- 
solutely necessary; otherwise, you will not solve or show an answer to most of 
the riddles. The Judges admonish that guessing may result in wrong answers 
which are subtracted from the contestant’s score; however, shrewd guessing will 
more likely result in a correct answer. Therefore, do no guessing unless it is 

+ This time was determined by the Dermatologic Examination Research Method—the 


D. E. R. M. 
t Candidates are advised not to drink too much water before the contest. 
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shrewd guessing. Stated in other words, a shrewd guess is a good guess, but a 
plain guess will make a mess. It is not advisable to write comments, clever remarks, 
or opinions and personal reactions on the answer sheet. Remember that the 
Judges look forward to this contest as much as the candidates do, and they will 
not appreciate neophyte cleverness. 

A sample question of one of the cleverer parts of the contest is now presented 
to help you to understand one method of marking. Each question in this section 
consists of two statements with a choice of one of five answers. One and only one 
answer is correct. 

Example: Chicago had a very severe, cold winter in 1937, and 9 out of. 10 drunkards on 

Howard St. were arrested at least three times. 

If the first statement is true and the second statement is true because there is a Howard 
St. in Chicago and you think the drunkards tried to get arrested three times so that they 
would have a reasonably warm place to stay for the night, mark A. If the first and 
second statements are true but there is no Howard St. in Chicago, mark B. 

If Chicago had instead a mild winter in 1937 but the second statement is true, mark C. 

If the first statement is true but only 8 out of 10 drunkards were arrested three times, 


mark D. 
If Chicago had a mild winter in 1937 and only 8 out of 10 drunkards were arrested only 


twice, mark E. 

(Remember, no black marks outside the marked spaces.) Candidates are 
advised to keep their palms dry from sweat as the moistrure might smudge their 
answer marks. 

Do not write your name on the answer sheets—use only your special. number. 
This is necessary for identification purposes, because, too often, contestants mis- 
spell their names. 

All winners will be notified by mail within two to three months after the 
closing date. The prizes are all alike and consist of an invitation to visit and meet 
the Judges in person. The Judges will be gathered en masse at some specified 
interesting large city in the United States. Cities are chosen for their charm, 
excitement, and temptations. A winner does not have to accept the invitation if 
he has no desire to visit that particular city and may choose to wait till the following 
year, when a different city will be chosen. These meetings are most interesting, 
especially to the Judges. There are many reasons for this, but winners will have 
the opportunity for discovering these reasons for themselves. This year the 
meeting will be held in St. Louis at autumn time. Imagine, St. Louis at autumn 
time! The theme song for this year’s meeting will be “Meet Me in St. Lues, 
Lue,” and each winner, in addition, will be given an autographed copy of the 
sheet music. Losers will get a consolation prize—a recording of the “St. Louis 
Blues.” If the candidate becomes bored with the meeting and finds the Judges 
uninteresting (i.e., if he just isn’t having a good time), he is at liberty to leave. 
Many bars and night clubs will be available for this purpose. 

Waste no time and get your application blanks for this most interesting con- 
test. Who knows, you may be a lucky winner.§ 

§ Thinking, and not luck, will be the deciding factor, but, just to be wise, it is advisable 


that candidates consult their astrology charts and ask all their friends to light candles for 
them. 
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Correspondence 


THERAPEUTIC EFFECT OF RIBOFLAVIN 


To the Editor: I have just read with interest the recent article (A. M. A. ArcH. DerMAT. 
76:595, 1957) “An Appraisal of the Therapeutic Effect of Riboflavin in Psoriasis.” Since 
the second report of my first paper (J. Invest. Dermat. 18:305, 1952) was read before the 
Section on Dermatology of the American Medical Association in 1956 but has not been 
published, I am submitting this letter to the ARCHIVES. 

I have used riboflavin extensively in my practice for over 12 years, mainly in the treat- 
ment of psoriasis. The total number of cases treated well exceeds 300. I am well cognizant 
of the multitude of new treatments that have come and gone throughout the years, and I 
have accepted them, used them, and discarded them, as they failed to live up to expectation. 
I am also familiar with the enthusiastic report, the contradictory report, and the final sober 
evaluation that is the usual fate of any paper on a new procedure. 


As an experienced practitioner, I can honestly say that I have not been perversely led 
into false conclusions through overenthusiasm, and I feel that in my 30 years of practice in 
dermatology I have a basis of comparison for my evaluations and I believe them to be sound. 
I sincerely believe that the extensive use of riboflavin in psoriasis is necessary before any 
conclusion is drawn by other workers. 

In my series, no separation of cases has been made. The treatment has been used in all 
cases and not just in those showing resistance, as was done in Dr. Welch’s and Dr. Ede’s 
series. I have repeatedly observed the clearing of psoriatic nails with therapy with riboflavin, 
and this I do consider my most sound evidence of the value of the treatment. I have also 
routinely observed winter improvement in such cases, which is contrary to the natural history 
of the disease. Scalp cases, for all their accepted resistance to therapy, have also done well. 


It is also my considered opinion that, for some reason I cannot explain, psoriatics do 
better with the use of riboflavin alone than with vitamin B complex. I also have felt that 
some resistance may develop in the patient if only one product of riboflavin is used. I have, 
therefore, used the preparations of several manufacturers. Heavy dosage does not seem to be 
necessary, and I believe that injections of 10 mg.-each are often adequate. Gross overdosage 
does not seem to increase the effectiveness of the treatment. The oral use of the drug is 
continued throughout. 


At the risk of appearing overzealous, I plead for more acceptance of the use of riboflavin 
and the further collection of data on its action. Certainly, I approve of the use of inositol as 
proposed by Dr. Welsh and Dr. Ede, as I feel that a new concept of the therapy of psoriasis 
may evolve from both their work and mine. 

MERLIN T-R. Maynarp, M.D. 
408 Medico-Dental Building 
San Jose, Calif. 





Correction 


In the article “A Dermatologic and Psychiatric Study of Perphenazine (Trifalon) in 
Dermatology,” by Dr. Jay Shanon (January issue, p. 119), the author requests that the 
sentence beginning on the 15th line of the left-hand column of page 120 be changed to read: 
“None of these 10 patients, like the other 298 patients, developed agranulocytosis, jaundice, skin 
eruptions, or purpura.” 
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Obituaries 


ONIS GEORGE HAZEL, M.D. 
1900-1957 


Onis George Hazel was one of the first to recognize the importance of the 
psychogenic phenomenon in dermatologic diseases. His contribution to dermatology 
consisted of original work in the allergic responses of the skin to heat and cold. 
He later did original work in the cause and effect of dissimilar metals in the 
oral cavity. 

This outstanding dermatologist was born in Norman, Okla., the son of a 
fine pioneer family, on Jan. 12, 1900. Dr. Hazel received his A.B. degree in 
1921 in pharmacy at the University of Oklahoma. In 1925 to 1926 he went to 
Baltimore where he received a Public Health degree from The Johns Hopkins Uni- 
versity. He then served as state chemist and bacteriologist for several years. He. 
was married to Glenna Belle Lain in 1923, and it was through the close association 
of Dr. Everett S. Lain, his father-in-law, that he finally launched his medical 
career. He received his M.D. degree from the University of Oklahoma School of 
Medicine in 1931. Following his internship he did his postgraduate work in 
dermatology at Columbia University College of Physicians and Surgeons in New 
York, where he received his M.S. degree in medicine. 
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Dr. Hazel was a member of the University of Oklahoma medical school faculty 
for twenty-four years. In 1950 he was appointed Clinical Professor of Dermatol- 
ogy, a rank he held at the time of his death, on Dec. 8, 1957. He was an excellent 
teacher and endeared himself to all of his pupils. He was active in Phi Beta Pi 
medical fraternity, and was its sponsor for ten years. 

He served his country from 1942 to 1945 during World War II as a lieutenant- 
colonel in the Army. He was stationed at Tampa, Fla. He made innumerable 
talks at many Army bases on dermatology and venereal disease control. In 1947 
he devoted many hours on lecture tours around the state, in the educational program 
which lasted two years and ended with successful completion of the $3,000,000 
campaign for the beginning of the Oklahoma Medical Research Foundation. 

He was unselfish with his talent for both extemporaneous and after-dinner 
prepared speeches for medical societies. He served the Oklahoma County Medical 
Association as its. president and served for many years in the House of Delegates 
of the Oklahoma State Medical Association. 

Dr. Hazel was a member of the American Dermatological Association, Inc., 
the American Medical Association, and the American Academy of Dermatology 
and Syphilology. He is survived by his wife, Glenna Belle; a son, Robert; a 
daughter, Phyllis, and two granddaughters. 

His hobby was photography and home dark-room development, printing, and 
enlarging of pictures, and all the family gatherings will miss not only his love 


but the photographic records he compiled year after year. He was a professional 
with a Speed-Graphic. 














JOSEPH EARLE MOORE, M.D. 
1892-1957 


Joseph Earle Moore was born in Kansas City, Mo., July 9, 1892. After 
attending public schools in that city he entered the Unive: .:iy of Kansas, where 
he remained to complete the first two years of medical training. He then trans- 
ferred to The Johns Hopkins University School of Medicine and graduated with 
the class of 1916. Following two years of service in the American Expeditionary 
Force, where he rose from lieutenant to captain, he entered practice in Baltimore 
and from that time forward was a member of the faculty of the Johns Hopkins 
University School of Medicine and a staff member of The Johns Hopkins Hospital. 
In 1957 he was promoted to Full Professor of Medicine, thus becoming the first 
part-time physician ever to hold this rank. He also held the rank of Adjunct 
Professor of Public Health Administration on the faculty of The School of Hy- 
giene and Public Health. He died on Dec. 6, 1957 of widespread metastases of 
prostatic carcinoma. His first wife, Grace Barclay Moore, died in 1954; his 
second wife, Irene Mason Moore, survives him. 

These are the basic outlines of Earle Moore’s career. To understand his 
impact on Johns Hopkins and American medicine in general will require an 
altogether different dimension. His quick intelligence, boundless energy, and rest- 
less pursuit of a succession of worthy objectives led to truly prodigious accomplish- 
ments. 5 

As a young officer with the AEF he participated in the organization of V. D. 
prophylactic services in the Paris District. In the 1920’s, along with Albert Keidel, 
Alan Chesney, and Harry Robinson, he was a driving force in the dynamic group 
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that established Department L of The Johns Hopkins Hospital and Medical School 
and made of it the spawning ground for a substantial segment of American 
syphilologists and V. D.-control officers of the next two decades. 

In the 1930’s, together with Tom Parran, John Stokes, William F. Snow, 
and Walter Clarke, he was extremely influential in establishing the objective of 
venereal disease control as a declared policy of the American people. 





In the 1940’s his seemingly unlimited energies were turned toward the problems 
of venereal disease control in the armed forces, and he worked first through the 
National Research Council and later as a senior civilian consultant to the Army, 
for which services he was awarded the Medal of Merit. 

In the 1950’s, foreseeing the decline of syphilis as a major health problem, he 
began to redirect the interests of his clinic, which all the while had remained an 
integral part of the Department of Medicine, to problems of other chronic diseases. 
Had he lived, his impact on this phase of medicine would probably have been 
equally influential. 

During all this time he conducted a highly successful private practice; carried 
out clinical research, particularly on problems of central nervous system syphilis 
and the therapy of syphilis, and continued to teach young Fellows and medical 
students of both The School of Medicine and The School of Hygiene and Public 
Health. He wrote one of the authoritative texts on the treatment of syphilis and 
carried it through several revisions; published some two hundred papers in the 
medical literature; for thirty years was Editor-in-Chief of The American Journal 
of Syphilis and its successor journals, including the Journal of Chronic Diseases; 
served on innumerable advisory bodies at the national, state, and local levels; 
found time to be an important fund-raiser for Johns Hopkins; traveled widely, 
and, unbeknownst to all but a few, assisted numerous young physicians and medi- 
cal students with financial and other problems. 

Earle Moore lived with an exuberance that was communicated to those around 
him. He was the great teacher and the presiding officer par excellence. For him 

defeat was a stranger, none the less so because he would have refused to recognize 
its mien. His too-early death relieved him of grappling with the only project at 
which he might not have been successful—that of being an old man. 








EDWARD ALLEN OLIVER, M.D. 
1883-1957 


Dr. Edward Allen Oliver died peacefully during his sleep on the night of 
Nov. 4, 1957, and in his passing his many friends in the field of dermatology 
lost one of their most beloved and revered comrades. Although he had in the 
past two years had much discomfort from carcinomata involving the face and had 
had a series of painful periods following repeated operations, he had with charac- 
teristic courage continued to be active in practice on a full schedule up until Oct. 
1, 1957, at which time he began restricting his schedule to three half days per 
week. 

Dr. Oliver was born in Crestline, Ohio, on April 15, 1883, his mother having 
returned to her old home for the occasion. He attended Hyde Park High School 
in Chicago and then obtained his A.B. degree from Kenyon College, in 1905. 
Upon graduating from Rush Medical College, in 1909, he served an internship of 
one and one-half years in Cook County Hospital, an appointment obtained in a 
competitive examination. 

During his internship he spent some time assisting in the Clinic of the Depart- 
ment of Dermatology of Rush Medical College under Dr. Oliver S. Ormsby, 
following which he spent a year as Assistant in the office of Dr. Ormsby. He 
then entered general practice in 1911. This phase of his professional career was 
interrupted by World War I. He served as a eaptain in the Medical Corps of the 
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U. S. Army, being assigned to the Surgeon General’s office in Washington. Upon 
his return to civilian life he resumed practice, limiting it to his chosen specialty. 
He also resumed his work at Cook County Hospital in the Clinic at Rush Medical 
College, where he had been an Assistant in Cutaneous Pathology in 1911 and an 
Assistant in Dermatology and Venereal Disease in 1913. 


In 1924 Dr. Oliver was appointed Assistant Clinical Professor of Der- 
matology at Rush Medical College, and in 1927 he was advanced to the rank of 
Associate Clinical Professor at that institution. He held the latter position until 
Sept. 1, 1940, when he resigned to become Professor and Head of the Department 
of Dermatology at Northwestern University Medical School, a position which he 
held until he became Professor Emeritus, in 1951. 


Dr. Oliver was for many years Senior Dermatologist on the staff of St. Luke’s 
Hospital, with emeritus status at the time of his death. He had been Attending 
Dermatologist at Children’s Memorial Hospital from 1921 to 1925 and was Con- 
sulting Dermatologist at Passavant Memorial Hospital from 1940. He was also 
Consulting Dermatologist to Swedish Covenant Hospital, Chicago Wesley Memor- 
ial Hospital, and St. Francis Hospital. Dr. Oliver was appointed Consultant to 
the Veterans’ Hospital at 47th St. and Drexel Blvd., Chicago, soon after his 
return from service, and when the Veterans’ Administration Hospital at Hines, 
Ill., was opened he became Senior Consultant for that service, an appointment 
to which he gave outstanding service until the time of his death. In all of these 
appointments he served with devotion and distinction. 


The soundness of Dr. Oliver’s clinical judgment was illustrated by his success 
in practice, by his valuable and enlightening discussions at meetings of the Chicago 
Dermatological Society and other organizations, and by his contributions to the 
literature. His publications illustrate well his excellent diagnostic acumen, for 
among them are papers which represent original observations, namely, one on 
occupational leukoderma and one on dermatitis due to rotogravure ink, while his 
paper on Habermann’s disease represented the first description of that disorder 
in the American literature. 


The esteem in which Dr. Oliver was held by his colleagues is evidenced 
by the numerous offices which he held. He had been president of the Chicago 
Dermatological Society in 1923 and as a special recognition was again elected to 
that position, in 1939. He was president of the American Dermatological Associa- 
tion in 1951 and was president of the American Academy of Dermatology in 
1946. In addition to the above, he was a member of the Society of Investigative 
Dermatology, the Chicago Medical Society, the Illinois State Medical Society, the 
American Medical Association, and the Institute of Medicine of Chicago. 


Dr. Oliver was a member of Psi Upsilon and Nu Sigma Nu fraternities. He 
was a member of the University Club of Chicago and for many years had been 
a member of Glenview Golf Club, until an attack of coronary thrombosis in 1949 
forced him to discontinue his favorite pastime of golf. 


In 1911 Dr. Oliver married Bertha Montgomery, and thus began a most happy 
family life, as they were always devoted to one another and were a welcome couple 
at all medical and social gatherings. In addition to Mrs. Oliver, surviving him are 
his mother; a sister; his son, Dr. Richard Oliver, who had been in practice with 
him for ten years; a daughter, Mrs. Marion O. Handy, and six grandchildren. 
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Dr. Oliver’s chief pastimes were golfing and fishing, and at home he was a 
voracious reader. In addition to medical literature his chief interest was in biog- 
raphy, though his reading was actually very diversified. 

One can say that Ned, as he was universally known, will be missed by a host 
of friends, both lay and medical, not only for his contributions to many facets of 
his medical life but also because of his friendliness, his sincerity, and his integrity, 
to all of which, after over thirty years of office association, I can with the utmost 


sincerity attest. 
Francis E, Senear, M.D.+ 


Chicago 
+ Dr. Senear died Feb. 11, 1958. 





























The New, Newer, and Newest 








Congratulations To... 

Harvey Blank, appointed a member of the Editorial Board of the ArcHives by the Trustees 
of the American Medical Association. Welcome! 

Hermann Pinkus, on his appointment as Acting Chairman of the Department of Derma- 
tology at Wayne University, Detroit, succeeding Loren Shaffer, retired. 

Dr. Arthur W. Stillians, Chicago, a member of the first American Board of Dermatology, 
on the occasion of his 86th birthday, on Dec. 29. Dr. Stillians is actively engaged in practice. 





Dermatology Coming into Its Own 

The two articles on fingerprints in the January issue of the ARCHIVES were “itemed” from 
coast to coast by the news services. 

In Janesville, Wis., according to Harlan Levin, there is a Mole St. 

Report has it that a dermatologist in the Chicago area owns and races a horse by the name 
of Dermatologist. There is no record of the number of times the horse was scratched. 

In England, according to the Chicago Tribune, young Britons who sport long hair-dos were 
warned that they are courting baldness later. “Hair is like grass,” the adviser said, “keep it 
clipped and it grows thick.” The adviser might, however, have been prejudiced; he is a 
secretary of the barber’s union—which reminded me of the time, several years ago, when I 
walked into a barber shop and encountered the late Oliver Ormsby on his way out and James 
Herbert Mitchell still in the barber chair. Mitchell explained that Ormsby had been trimmed, 
but that he, Mitchell, was being clipped. “As for you, well .. .” 





On Rostrums Here and There 


Arthur Curtis, John Haserick, Richard Sutton, and Charles Dennie, in Kansas City, Kan., 
Nov. 11, 1957, as a part of the postgraduate course in internal medicine sponsored by the 
University of Kansas School of Medicine. 

Adolph Rostenberg, in Minneapolis, for the Minnesota Dermeclogie’ Society, Feb. 21, 1958. 

Marcus Caro, in Chicago, for the Triological Society (ENT), Jan. 14, on the management 
of nasal aural dermatoses. 

Joseph Klauder, Ray Suskind, and Donald Burmingham, in Atlantic City, N. J., April 17, 
for the 1958 National Industrial Health Conference. 

Anthony Cipollaro, in Chicago, May 22, 1958, as a guest speaker for the Illinois Medical 
Society. 

Rudolph Baer, Herman Beerman, Albert Kligman, John Haserick, Walter Shelley, and 
Marion Sulzberger, in Philadelphia, Feb. 1, 1958, for the American Academy of Allergy. 

Ferd Lehmann, Cornelius Ferd Lehmann to be accurate, in Tucson, Ariz., Jan. 23, 1958, for 
the Sixth Annual Cancer Seminar of the Arizona Division of the American Cancer Society. 

And I, in New Orleans, for the New Orleans Graduate Medical Assembly, March 2—after 
the Mardi Gras! 





Post Graduate Clinics in Dermatology, sponsored by the University of California, Jan. 13 
to 17, covered a number of subjects, including Acne and Seborrhea, Hand Eczema, Skin Cancer, 
Tranquilizers, Vulvar Dermatoses, Topical Therapy, Radiation, Contact Dermatitis, Syphilis 
and Nonsyphilitic V. D., Moles, Melanomas, Fungus and Virus Diseases, etc. Rees B. Rees was 
assisted by the dermatology staff of the school; by Eugene Farber, from neighboring Stanford, 
and by the visiting guest, Marion Sulzberger, who, having traveled the long distance across 
the country, spoke on a subject with the endless title “The Long-Term Administration of 
Antibiotics, of Corticosteroids, and Related Compounds, and of Other Types of Medication, 
Morbidistatic Effects and Their Possible Mechanism.” 





And then there was the author, who, in submitting his paper for publication, modestly stated 
in his letter that “with this paper, I feel that the subject has been rather completely covered.” 
H. R. 
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Society Transactions 


ATLANTIC DERMATOLOGICAL CONFERENCE 
Boston 
March 23, 1957 





NEW ENGLAND DERMATOLOGICAL SOCIETY (Host Society) 


Maurice M. Tolman, M.D., President 
Paul J. Catinella, M.D., Secretary 


Treatment of Chronic Lupus Erythematosus: 
Effectiveness of Plaquenil and APA (Aralen 
65 mg., Plaquenil 50 mg., Atabrine 25 mg.) 
as Compared with Aralen, with Observations 
on Side-Reactions and Toxicity; Report and 
Presentation of Unusual Cases. Presented by 
Drs. M. J. Tye, H. B. Ansett, M. Worr, B. 
AppeL, and B. ScHIFF. 

Our experience with Aralen (chloroquine phos- 
phate) has been reported (New England J. Med. 
251 :252-255 [July 8] 1954). 

Plaquenil: (a) It is our impression that Plaque- 
nil possesses some effectiveness in the treatment 
of chronic lupus erythematosus but that it does 
not give quite as rapid or as good a response as 
Aralen. 

(b) Disturbances of visual accommodation and 
nausea and vomiting, which occasionally develop 
with Aralen therapy, did not occur in the same 
patients subsequently given Plaquenil. It would 
therefore appear that Plaquenil may be given to 
those who cannot tolerate Aralen. 

APA: (a) In general, the response to APA 
was as good as the response to Aralen (better in 
a few patients). 

(b) The only toxic finding was _ increased 
cephalin flocculation in three patients whose tests 
returned to normal after the drugs were stopped 
(two on Plaquenil, one on APA), and _ the 
development of a 4+ formol-gel test in one pa- 
tient. There were, however, two other patients 
whose elevated cephalin-flocculation tests returned 
to normal even if administration of APA was not 
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It is therefore important to watch for 
evidence of disturbed liver function. These tests 
may reflect globulin increase, independent of liver 
function. 

(c) One patient developed a _ generalized 
erythematous eruption which did not recur when 
Plaquenil was substituted. 


stopped. 


(d) One patient’s hair changed color to light 
blonde while the patient was treated with Aralen, 
and the change was maintained later with admin- 
istration of APA, 

With the use of these antimalarial drugs in 
chronic lupus erythematosus, it is our experience 
that there is a high recurrence rate. In view of 
this, we believe that one should consider continuous 
low-dosage maintenance therapy for a_ prolonged 
period. 

The following cases are: presented for their 
unusual combinations of signs and symptoms. 

Case 1—Concomitant psoriasis’ and chronic 
lupus erythematosus; response of the lupus 
erythematosus, without aggravation of the psori- 
asis, by antimalarial medication. 

A woman aged 62 has had an eruption on her 
face, lips, and scalp, with loss of hair, for the 
past 21 years. The lesions have been consistent 
clinically and pathologically with chronic discoid 
lupus -erythematosus. 

In 1951 a more profuse eruption appeared on 
her trunk, arms, and legs, independent of an 
exacerbation of the facial and scalp lesions. The 
eruption was diagnosed clinically and histologically 
as psoriasis. It was treated with autohemotherapy 
and coal tar ointment and cleared by February, 


Summary of Results with Plaquenil and APA 











Daily Dosage Results 
Drug Cases, No. Average Highest Cleared Improved Failed 
Plaquenil 17 800 me 2400 mg. 5 11 1 
APA 34 2-3 tablets 6 tablets 16 17 1 
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1952. In May, 1952, the patient noted swelling and 
redness of her face; in August the peripheral 
lesions flared again. In September the eruption 
had spread to involve her arms and trunk with 
diffuse erythematous scaly patches. She was 
treated with bismuth injections for the facial erup- 
tion and with tar ointments and autohemotherapy 
for the psoriatic lesions. 

In October, 1954; Aralen therapy was begun. 
All facial lesions improved, and the drug was 
stopped in April, 1955. She remained fairly well 
until December, when her psoriasis became much 
worse; she was given ultraviolet-light therapy to 
her upper extremities only, and the lesions im- 
proved greatly. In June, 1956, there was an ex- 
acerbation of the facial lesions. Plaquenil was 
prescribed, and the ultraviolet light therapy was 
discontinued. In eight weeks the lesions on her 
face cleared. 

In September, 1956, lupus erythematosus-like 
lesions developed on her forehead and upper lip, 
and APA was started. It was discontinued after 
four weeks, because the facial lesions had im- 
proved. About two weeks later her psoriatic 
lesions had become worse. These have gradually 
become more profuse, involving her arms, lower 
extremities, and trunk. She has not taken APA 
since Oct. 30, 1956. 

Cast 2.—Chronic lupus erythernatosus with 
typical lesions on face and scalp and questionable 
lesions on palms and soles. Concomitant Raynaud’s 
phenomenon. 

A Negro woman aged 38 noted itchy scaly 
patches of baldness and depigmentation of the 
temples in July, 1955. At about the same time she 
noted itchy red areas with “white spots” on the 
palms, soles, and sides of her feet, as well as 
“spots” on her upper lip. Biopsy of specimen from 
the scalp confirmed the clinical impression of 
chronic discoid lupus erythematosus. During the 
winter of 1955 she also complained that her fingers 
became white on exposure to cold, turning purple 
on warming. She was given Plaquenil, with some 
improvement, but when the medication was stopped 
all lesions became active, including worsening of 
the palmar and plantar areas. 

Examination showed areas of alopecia, with 
central depigmentation and scaly erythematous 
borders. There were similar areas on the forehead, 
face, and shoulder. Depigmented patches were 
present on the hypothenar eminences and sides of 
the feet, with erythematous scaly borders. 

Repeated cultures for fungi showed no growth. 
There was a persistent erythrocyte sedimentation 
rate of 44 mm. in one hour (Wintrobe). Other 
laboratory data, including several L. E. prepara- 
tions, were normal. Except for a blood pressure 
of 200/105, the general physical examination was 
not remarkable. 


Therapy initially was Plaquenil, up to two tablets 
twice a day, for three to four months, with slight 
improvement. In June, 1956, treatment with APA 
was begun, and after four tablets a day she began 
to show marked improvement of all areas, includ- 
ing the palms and soles. There has been complete 
disappearance of Raynaud’s phenomenon since this 
dosage was instituted. 

Case 3.—Lupus erythematosus, with abnormal 
systemic findings, marked dissemination of cuta- 
neous lesions, and response of the total picture 
to these drugs. 

A Negro aged 26 was last admitted to Boston 
City Hospital on Oct. 25, 1956, with a four year 
history of a rash on his face, trunk, and extremi- 
ties. Initially the eruption was noted over his 
right eye, later on the rest of his face, and on 
both upper and lower extremities in the course of 
the following year. In 1954-1955, in addition to 
his cutaneous manifestations, pain was noted in 
several joints and he was admitted to the hospital 
because of pleural and pericardial effusions. On 
both occasions the symptoms were controlled by 
steroid drugs, and he was maintained on them 
more or less constantly. When they were with- 
drawn he had a relapse. The last such episode 
was in September and October, 1956, when corti- 
sone was stopped. At that time all of the skin 
lesions had become more extensive; he had marked 
loss of weight, exertional dyspnea, precordial pain, 
and joint pains, as well as flexural contraction of 
his elbows and inability to flex his fingers. 

Examination showed large areas with pigmented 
atrophic erythematous centers and hyperpigmented 
borders, involving much of the head, extremities, 
and trunk. 

Many L. E. preparations have been negative. 
The only abnormal laboratory findings have been 
elevated sedimentation rates, a slight amount of 
urinary albumin, and positive formol-gel tests. 

When the patient was given APA there was a 
most dramatic change within three weeks. Since 
then the progress has been steady on three tablets 
a day. There has been an increase in weight; his 
muscular tone has improved considerably, so that 
he is able to walk alone; there has been a decrease 
in the number and extent of lesions, and there 
has been disappearance of much of his exertional 
dyspnea and many of his joint difficulties. 


Discussion 
Dr. Joun F. Daty, Burlington, Vt.: Since 
their reintroduction in the therapy of chronic dis- 
coid lupus erythematosus in 1951 by Page (Lancet 
2:755, 1951), the antimalarial drugs have rapidly 
and largely replaced more. time-honored empiric 


agents, including gold, bismuth, liver extract, etc. 
Despite their general acceptance, perhaps we 
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should take at least one backward glance, as 
Crissey and Murray have done (A.M. A. ArcH. 
Dermat. 74:69 [July] 1956). Among other things 
they point out that no greater rate of remissions 
is produced by chloroquine than by gold and that 
the rate of recurrence after gold therapy is less 
than after chloroquine therapy. 

The ratio of good results to failures has varied 
in different reported series, but Christiansen and 
Nielsen (Brit. J. Dermat. 68:73 [March] 1956) 
cite a long series of authors who list rates of im- 
provement varying from 53% to 86% in a total 
of 456 cases treated with the antimalarial drugs. 
Their own percentage was 72. 

The mode of action by which this group of 
drugs produce their beneficial effects has not yet 
clearly emerged, though investigations by Cahn 
et al. (J. Invest. Dermat. 26:201 [March] 1956) 
and by Christiansen and Nielsen (Brit. J. Dermat. 
68 :204 [June] 1956) have explored the possibility 
of alteration of the response of the patient to 
sunlight. Although much other speculation has 
been expressed, I know of no firm pharmacologic 
explanation of their modus operandi. 

We have all, I am sure, been abashed by the 
depressing frequency of recurrence after cessation 
of therapy. In fact, Rogers and Finn, reporting 
from Dundee (A.M.A. Arco. DerMat. 74:387 
{[Oct.] 1956) on 156 cases, report only 8 cases 
which are still clear after two years. Recurrence 
seems most frequent within the first six months 
but may be delayed much longer. 

With any disease which resists treatment in 
about one-third of instances, the search for new 
and more effective drugs will continue. We now 
have, in addition to quinacrine and chloroquine, 


the newer amodiaquin (Pappenfort: A.M. A. 
ArcH. Dermat. 74:384, 1956) and Plaquenil 
(Cornbleet, A.M.A. ArcH. Dermat. 73:572 


{June] 1956). A recent report by Bennett and 
Rees (A.M.A. ArcH. Dermat. 75:181 [Feb.] 
1957) shows the continuing interest in the appli- 
cation of new antimalarial compounds. These latter 
authors report 78% of patients improved with the 
use of Plaquenif for from three weeks to six 
months. 

Dr. ALFreD HoLLaNpeR, Springfield, Mass.: I 
have been using APA for about one year and have 
treated about 15 cases of chronic discoid lupus 
erythematosus. I believe that the results are just 
-as good or bad as with any other antimalarial 
agent used in the treatment of that disease. These 
agents have the same effect and the same side- 
effects. I do not think that we achieve anything 
by giving APA for an indefinite period after the 
disease has become inactive. I have seen recur- 
rences in spite of continuation of therapy, and 
the same observations have been made in regard 
to gold therapy. I feel that small doses of gold 
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still represent a good treatment for chronic dis- 
coid lupus erythematosus. I would also like to 
remind you of the Hollander treatment, consisting 
of internal quinine medication and external appli- 
cation of iodine, which will give good results in 
recalcitrant cases. 





Dr. Harry M. Rosrnson Sr., Baltimore: There 
is some confusion in consideration of the treatment 
of this disease. In the first place, the treatment is 
not specific. In the second place, we have found 
that this drug is best at a minimum dose, and we 
have never doubled it, because doubling the dose 
unfortunately causes reactions. We keep up the 
dose for quite a while, two or three or six months, 
and if there is no response we stop the Aralen 
and leave the patient alone. Later we may resume 
it. As I have said before, the drug is not specific; 
we can only hope for a result.. We have never 
gotten as good results as some have claimed, 
namely, 90% to 100%. We are satisfied if some 
of the patients respond. 

Dr. FRANK E. Cormia, New York: It is my 
experience that there is a high recurrence rate 
in the use. of the antimalarial drugs in lupus 
erythematosus. It may be between 50% and 60% 
after the drug has been discontinued. Certainly, 
as far as I am concerned, this is not the answer 
in the treatment of this disease. In addition, our 
experiénce in the subacute type of the disease has 
not been particularly good. I cannot recall any 
patient with the subacute or borderline types of 
the disease who has been conspicuously improved 
with these agents. 


Primary Amyloidosis. Presented by Dr. WALTER 
LEVER. 


A man aged 53 is presented from the Massa 
chusetts General Hospital, with a dermatosis in- 
volving the ears, eyelids, tongue, angles of the 
mouth, groin, and perianal areas. Three years 
ago erythema, petechiae, and apparent vesicles 
were noted on the eyelids. Similar lesions were 
seen during the next year on the penis, ears, and 
axillas. In April, 1955, resection of the distal aorta 
with homograft was successfully performed for 
thrombosis. For the past year he has had granu 
lomatous masses and cysts on the tongue and buc- 
cal mucosa and perianal condylomatous masses 
Symptoms have included lassitude, fatigue, and 
angina of effort for the past 18 months, plus loss 
of hearing due to blockage of the external audi 
tory canals. 

There are brownish discolorations, petechiae, 
ecchymoses, infiltrative lesions, and cyst formation 
on the eyelids, behind the ears, and in the axillas 
and groin. The tongue is studded with granuloma 
tous and cystic masses, and some are present on 
the buccal mucosa. The external auditory canals 
are blocked by hypertrophic, soft-tissue masses. 
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A verrucoid perianal eruption is present. The liver 
is enlarged 1 fingerbreadth below the costal margin. 
The heart is clinically normal, but the electro- 
cardiogram shows possibly abnormal ST segment 
depressions. 

There has been a consistent elevation of the 
white blood cell count since Jan. 21, 1955, fluctuat- 
ing from 11,500 to 19,600 per cubic millimeter. 
The differential count and hemoglobin are normal, 
as are bleeding and clotting times. Bone marrow 
examination showed no abnormalities. Total blood 
proteins were 6.8 gm., with albumin 5 gm. and 
globulin 1.8 gm. The fasting blood sugar was 
slightly elevated, without glycosuria. Urine 
analyses have been normal. Gross blood has been 
noted in the stool on several occasions. 

Biopsies from the skin and tongue were con- 
sistent with primary amyloidosis. 

The patient has been treated with pyribenzamine, 
with some apparent control of new petechiae. 


Discussion 


Dr. M. H. Samitz, Philadelphia: This is a 
fabulous case of systematized amyloidosis. I be- 
lieve that it answers the criteria that have been 
set down for primary amyloidosis in regard to 
mesenchymal involvement and absence of a preced- 
ing or concomitant disease. The macroglossia and 
the infiltrative lesions on the tongue are character- 
istic. May I suggest one other diagnostic aid? An 
electrophoresis of the serum proteins is better 
than a determination of the albumin-globulin ratio. 
In this disease, hyperglobulinemia with an atypical 
protein peak in the a:-globulin region is usually 
seen. 

Dr. WALTER F. Lever, Boston: This patient has 
no signs of multiple myeloma at present. It is 
always worth while checking patients with pri- 
mary systemic amyloidosis for that disease, be- 
cause the two are so commonly associated. 


Cutaneous Cryptococcosis without Apparent 
Systemic Involvement. Presented by Drs. 
Aaron B. LERNER and (by invitation) ROBERT 
G. CROUNSE. 

A man aged 62 is presented from the Grace- 
New Haven Community Hospital, with a derma- 
tosis involving the head, neck, thorax, and upper 
extremities, of 16 months’ duration. 

The patient noted the first lesion at the site of 
“injury caused by brass filings” in September, 
1955. Indolence of the lesion was ascribed to 
possible foreign-body reaction. In the spring of 
1956 new lesions developed on the head, thorax, 
and arms. Biopsy at this time revealed a granulom- 
atous inflammation with yeast-like bodies com- 
patible with Cryptococcus. The lesions continued 
to progress. There were no systemic symptoms. 





The patient has not been out of New England. 

Physical examination was normal except for 
the skin, which presented three types of lesions: 
(1) several small “acneform” lesions approximately 
1 cm. in size, circular, indurated, with a delled 
center exuding glairy pus; (2) three ulcerations 
with central eschars, clearly punched-out borders, 
roughly triangular, on the right elbow and behind 
the ears, with no surrounding inflammation; (3) 
a single large (10 cm.) elevated erythematous 
smooth shiny plaque on the forehead. 

Urine, sputum, and cutaneous cultures were 
positive for Cryptococcus neoformans, with 
typical growth characteristics, biochemical reac- 
tions, and pathogenicity for animals. Lumbar 
puncture was normal. The hemogram, urine, elec- 
trolytes, nonprotein nitrogen, and _ liver-function 
tests were normal, save for slight variations possi- 
bly related to therapy. 

Amphotericin B was given orally, up to 12 gm. 
daily, without visible effect. Two courses, 12 and 
19 days, of intravenous amphotericin B, 1 mg. 
per kilogram in slow drip, were given, with ex- 
cellent regression of lesions and conversion of 
cultures to negative. 


Discussion 

Dr. Jacop H. Swartz, Boston: I should like 
to ask Dr. Lerner whether he did pathogenicity 
tests on mice with cultures of the micro-organ- 
isms obtained from the urine and sputum to rule 
out nonpathogenic strains. 

Dr. Georce Morris, Boston: How can we say 
that there is no systemic involvement when he 
has urinary organisms? Besides this, the lesions 
on the skin are systemic and probably metabolic in 
origin. 

Dr. Aaron B. LERNER, New Haven, Conn.: 
On first examination this man looked different 
from the way he does now. The diagnosis was 
made only after we obtained biopsy specimens and 
positive cultures and identified the invading or- 
ganism as Cryptococcus neoformans. The organ- 
isms obtained from all sources, such as skin 
biopsy specimens from three different sites and 
sputum and urine, caused the death of mice into 
which they were injected. The urine and sputum 
have been positive for C. neoformans except 
when the patient has been receiving amphotericin 
B therapy. 

The erythematous infiltrated lesion on the scalp 
seemed to be on the verge of ulceration. How- 
ever, even after a generous biopsy specimen was 
taken there was no difficulty in healing, even 
without treatment. When treatment was discon- 
tinued, new lesions appeared. At present he is 
receiving intravenous injections twice a week. 
This antibiotic was isolated from one of the 
Streptomyces organisms. 
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It was not intended to present this as a case of 
cryptococcosis limited to the skin. The patient 
obviously has systemic involvement, because the 
organisms are present in sputum and urine. Al- 
though a catheterized specimen of urine was not 
obtained, it is unlikely that the organism found 
represents direct contamination from the skin. 


Depressed Scars Treated by Injection of Fibrin 
Foam. Presentation of Three Cases by Dr. 
ARTHUR S. SPANGLER. 


Sandpapering and the use of revolving brushes 
are widely used in the treatment of depressed scars 
but are ineffective in removing them. A new 
treatment consisting of cutting the fibrous strands 
beneath each scar and injecting a suspension of 
fibrin foam into the space so created is demon- 
strated in the following three patients. 


The method of treatment is as follows: The 
area of the scar is anesthetized by injection of 
procaine solution through a 20-gauge needle. A 
triangular “iris knife” is inserted through the 
hole made by the needle. The fibrin strands are 
then cut by horizontal motions of the knife. 
Approximately 0.1 cc. of a suspension of fibrin 
foam (17.5 mg. per cubic centimeter) is then 
injected beneath the scar. The opening is closed 
with adhesive tape. 

Case 1.—A 27-year-old woman had chicken- 
pox, with resulting deep scars of the right cheek 
and the dorsum of the nose measuring 3 mm. 
in diameter. The scar of the right cheek was 
treated by injection of fibrin foam on Aug. 23 
and Sept. 10, 1956. The lesion on the dorsum of 
the nose was treated Aug. 30 and Oct. 6, 1956, 
and Jan. 23, 1957. 

Case 2—A 23-year-old woman had an auto- 
mobile accident eight years. ago. A 3 cm. linear 
scar of the left central area of the forehead has 
persisted. On June 30, 1956, a series of injections 
of fibrin foam beneath the scar was begun. Areas 
of 10 to 15 mm. were injected at a time. 

Case 3.—A 50-year-old woman had severe acne 
vulgaris from the age of 22 to the age of 26. She 
had no medical treatment during that time. Multi- 
ple depressed scars of the face resulted. On May 
8, 1956, a series of injections of fibrin foam be- 
neath the scars was begun. The patient has had 
no discomfort after any of the injections. 


Discussion 


Dr. ArtHuR S. SPANGLER, Boston: The fibrin 
foam injection treatment is not presented as 100% 
effective. I do not consider any of the cases pre- 
sented as having finished their treatment. Several 
people have asked me why I used the fibrin foam. 
I used it mainly because I do not dare use paraffin. 
Fibrin foam is merely a foreign body which is 
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not too foreign to the body and can be absorbed. 
It is partially denatured because in the process of 
manufacture (in order to get rid of the virus of 
infectious hepatitis) it has been heated to 170 C 
for 90 minutes. 


Dr. Frank E. Cormia, New York: Dr. 
Spangler should be congratulated for the fine 
results he has obtained. It was worth the trip 
from New York just to see them. It is certainly 
far superior to planing for the type of scar he is 
treating. Moreover, it may replace techniques now 
used by the plastic surgeons. I think that it is 
splendid work. 

Dr. ALFrep HOoLLANper, Springfield, Mass.; 
Where is fibrin foam available? 


Dr. ArtHuR S. SPANGLER, Boston: At present 
it is not. My source of supply has been the De- 
partment of Physical Chemistry at Harvard Med- 
ical School. However, even they have stopped 
making it, and so at present I am trying fibrinogen 
which has been heated. 


Granuloma Faciale. PHILIP 


L. McCarry. 


Presented by Dr. 


A man aged 48 has had an eruption of the face 
and right ear for the past three years. He first 
noted a small papule on his right cheek which 
was asymptomatic and enlarged slowly. Since 
then stveral similar lesions have appeared on 
other areas of his face and on his right ear. 

In October, 1955, there were six or seven firm 
reddish-brown, nontender nodules om the face, 
ranging from 0.3 cm. to 3.5 cm. in diameter. The 
remainder of the physical examination was normal, 
At present there is a large recurrent lesion on the 
right cheek at the site of an excised lesion and 
graft, four small reddish-brown nodules scattered 
over the face, and a 2 cm. area of brown pig- 
mentation on the right temple at the site of a 
lesion treated with x-rays. 

Biopsy showed a dense granulomatous infiltrate, 
mainly in the upper half of the dermis. Eosinophils 
were numerous in the polymorphous infiltrate. 
Scattered foam cells were present (Dr. W. F. 
Lever). 

On Dec. 2, 1955, unfiltered x-rays, 400 r, were 
administered to the lesion of the right temporal 
region, with complete disappearance. From De- 
cember, 1955, to May, 1956, several small lesions 
were electrocoagulated and one small lesion was 
excised. Most of these have shown partial or 
complete regrowth. In April, 1956, the largest 
lesion of the right cheek was excised and a skin 
graft was applied. The lesion had recurred by 
September. In November, 400 r was given to 
the nose and right cheek, and in January; 1957, the 
nose and right cheek received 300 r. There has 
been very little improvement to date. 
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Discussion 


Dr. WALTER F. Lever, Boston: This is a classic 
case of the condition that we now generally call 
granuloma eosinophilicum faciale. The patent folli- 
cles are now the only surface change. The soft 
infiltration and the purplish discoloration are also 
typical. Similarly, the histologic picture is char- 
acteristic in that thére is a dense granulomatous 
infiltrate present in the dermis which spares the 
epidermis and follicles and is separated from them 
by a narrow zone of normal collagen. I should 
like to point out the depth to which the infiltrate 
invades even the subcutaneous fat. That is im- 
portant from the point of view of therapy, indi- 
cating that superficial methods of destruction are 
bound to fail. 

Of particular interest is the presence of scat- 
tered foam cells within the infiltrate. Among the 
approximately 50 to 60 cases of granuloma faciale 
reported up to now, there has been only one, 
which I reported in 1947, that showed foam cells 
(Arch. Dermat. & Syph. 55:194, 1947). There- 
fore, this is the second case in which foam cells 
are present, which appears to establish the rarity 
of this feature of the histologic picture of the 
disease. 

Dr. Francis A. Exuis, Baltimore: The section 
showed an unusual number of polymorphonuclear 
cells. I have not been impressed by a high per- 
centage of polymorphonuclear cells in facial 
granulomas. 

Dr. Puitie McCartuy, Boston: I wish to be 
enlightened on the possible systemic implications 
of the disease. I think that the previous discusser 
is confusing this entity with the reticuloendothe- 
lioses, of which this is not a type. 


Aphthosis (Behcet’s Syndrome, Abortive Type). 

Presented by Dr. JoHN FROMER. 

A man aged 29 is presented from the Lahey 
Clinic, with a dermatosis involving the mouth, 
lips, trunk, extremities, and genitalia, of 17 years’ 
duration. 

In the spring of 1940 the patient first noted 
“canker sores” in the mouth and throat, and two 
weeks later pustular lesions appeared on the 
trunk, accompanied by high fever. Since then he 
has had recurrences of ulcerations on the genital 
area, trunk, extremities, and face. Most of the 
lesions, including those on the mucous membranes, 
have left scars. 


There are crusted and scarring lesions of the 
lips and mucous membranes, with inability to open 
the mouth widely. Healing lesions are covered with 
grayish exudate surrounded by a red halo. There 
are scattered healed lesions on the trunk and ex- 
tremities, some showing signs of activity. There 
are erythematous nodules and plaques, some of 





which are ulcerated and covered with a gray ad- 
herent slough. Scarring is prominent. 


Complete blood cell counts were normal. The 
erythrocyte sedimentation rate was slightly ele- 
vated. The Kline test was negative, as was a 
tuberculin test in dilution of 1:100,000. The stool 
was negative for blood and parasites, and ag- 
glutination tests for Salmonella typhosa were 
negative. Porphyrins were within normal limits. 
The serum protein totalled 7.1 gm., with albumin 
4.8 and globulin 2.3 gm. Cultures from ulcers 
yielded _penicillin-resistant hemolytic staphylo- 
cocci; coagulase-positive penicillin-sensitive hemol- 
ytic Staphylococcus aureus; penicillin-resistant 
hemolytic streptococci, and pencillin-sensitive green 
streptococci. The electrocardiogram and _ roent- 
genograms of the sinuses, skull, heart, and lungs 
were all normal. 

Biopsy specimens from the tongue showed non- 
specific inflammation. Biopsies of intraepidermal 
pustules of the tonsillar fossa were reported as 
“submucosal pustule.” 


There were primary “takes” on repeated cow- 
pox vaccinations. These may have represented a 
Koebner phenomenon, as they were similar to his 
other lesions. Moccasin venom, blood  trazs- 
fusions, liver injections, pencillin, and intravenous 
bacitracin were without benefit. The eruption has 
been fairly well controlled in recent months with 
large doses (10 cc.) of y-globulin intramuscularly 
every two or three weeks. 


Discussion 


Dr. JOHN FRoMER: This patient has been fol- 
lowed for about 15 years. He was studied in the 
Presbyterian Hospital in New York after. I had 
referred him to Dr. Helen Curth some years ago. 
She took him into her own household, and he be- 
came a member of her family for a number of 
years. He was one of the first patients to receive 
bacitracin intravenously under the guidance of Dr. 
Meleney at Presbyterian Hospital, and the nephro- 
toxic qualities of intravenously administered baci- 
tracin in the human manifested themselves at that 
time. Subsequently, because of reports in the 
literature and especially the work at Boston Chil- 
dren’s Hospital with patients with superficial in- 
fections and agammaglobulinemia, Dr. Curth 
thought she would try large amounts of immune 
globulin by intramuscular injection. This material 
is generally available but is rather expensive. In 
1956 she gave the patient two or three injections 
of y-globulin, 5 cc. in each buttock, whenever he 
showed a recurrence, and she was impressed with 
the result. I saw the patient when he had to 
return to the New England area. 

I think that all of us are impressed with the 
progress of the patient. Apparently the isolated 
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episodes of stomatitis and vesiculobullous derma- 
titis have been interrupted or changed. We are 
not curing the disease, but he has no cutaneous 
manifestations so long as he gets 10 cc. of immune 
globulin every two, three, or four weeks. Like- 
wise, the oral lesions subside in about half the 
time they did previously. He receives no anti- 
biotic preparations. 

Dr. Grsson Craic, Montreal: Has this man 
had virus studies? 

Dr. Francesco RoNCHESE, Providence, R. I.: 
I was impressed with the resemblance of the scars 
to what was published years ago by Pasini, in 
Italy, on what is called Pasini’s diseases, under the 
title Cutaneous Bullous Dystrophy Atrophiante et 
Albo-Papuloide (Ann. dermat. et syph. 9:1044-1066 
[Dec.] 1928). I wonder if the presenter has con- 
sidered the possibility that the white scars all over 
this patient’s body are sequelae of a bullous derma- 
tosis, as in Pasini’s case. The patient’s lesions are 
strikingly similar to those in the illustrations of his 
paper. 

Dr. WaAttER F. Lever, Boston: This is a most 
unusual case. To the best of my knowledge, gener- 
alized eruptions have not been described as oc- 
curring in Behcet’s disease. A few months ago, 
at the Massachusetts General Hospital, Dr. Glick- 
lich had a patient also with generalized lesions, 
and so it seems an occurrence that deserves recog- 
nition. 

I do not think that there is much resemblance 
of this case to Pasini’s condition, which represents 
a variant of epidermolysis bullosa dystrophica. 
Pasini’s two patients had had epidermolysis bul- 
losa for many years from childhood on and then 
developed soft whitish papules and plaques, not 
as a secondary development or scarring but as a 
primary fibrotic thickening of the skin. 

Dr. Harry Rosinson Jr., Baltimore: I am still 
one of the holdouts, because I do not think that 
there is any such thing as Behcet’s syndrome. A 
few people still agree with me. However, the 
lesions of this patient’s trunk and extremities do 
not correspond with what has been described as 
Behcet’s syndrome by any means. I wonder if 
there is not a large factitial element present. 

Dr. Davin Bitoom, New York: The history of 
numerous ulcerations resulting in scars and the 
response to y-globulin therapy justify considera- 
tion of the diagnosis of pyoderma gangrenosum 
associated with hypogammaglobulinemia. I have 
two such patients under observation; in one of 
them y-globulin seems to have been the most 
effective therapeutic agent, while in the other 
y-globulin combined with supportive therapy has 
had beneficial results. 

Dr. Francis P. McCartuy, Boston: I am very 
interested in this case. If you note the bac- 
teriologic findings, you will see that many organ- 
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isms were present, some resistant to pencillin, 
others not resistant. Among the Streptococci found 
were the viridans type, the primary origins of 
which are in apical abscesses and the crypts of 
the tonsils. There was no notation as to whether 
he had ever had a tonsillectomy, and there was 
nothing pertaining to the teeth. I do not believe 
that you can eliminate the theory or principle of 
focal infection, and all such primary foci should be 
removed. I would suggest transfusions of whole 
blood if they have not already been given. 

Dr. B. D. UsHer, Montreal: I should like to 
suggest that this is a straightforward case of 
pyoderma gangrenosum, cause unknown, which we 
have been seeing as the result of very many under- 
lying systemic disorders. A treatment which I 
found invaluable in one woman in the middle 50's 
with pyoderma gangrenosum, when studies, includ- 
ing the electrophoretic pattern, revealed nothing 
causative, was steroid therapy, in accordance with 
an article in the A.M.A. ArcHIves OF DERMA- 
tToLocy. The condition had been present for some 
11 or 12 years, but on administration of the 
steroids it cleared completely in about two months 
and has remained clear. 

Dr. JoHN Fromer, Boston: Extensive virus 
studies have been made because a large number 
of persons have been interested in this problem 
in various centers, but they have come up with 
nothing rewarding. It is of interest, though, that 
some years ago I gave this patient a series of 
vaccine virus injections, and he developed a “take” 
each time. The patient knows that at points of 
injury a lesion always develops which ultimately 
leads to scarring on the glabrous skin. Further 
virus studies, however, should be made. 

The thought that these lesions might be factitial 
was considered, but this patient always showed 
inflammatory lesions which were bilateral or sym- 
metrical at times, and he had all other evidences 
of a systemic disorder. The lesions never looked 
bizarre enough to be called factitial, We have 
gone into his psychologic background carefully 
and have found no evidence to support this diag- 
nosis. In-spite of his difficulties and the fact that 
he has an almost stenosed mouth, he has. gone to 
law school, is married, and has two children. We 
have not felt that factitia entered the picture. 

Dr. Bloom spoke of pyoderma gangrenosum. 
The patient’s gross serum proteins and differential 
count are normal and his electrophoretic pattern 
is not abnormal. He has been carefully studied 
for focal infection, and we have not felt that 
this played a role, although it was considered from 
time to time. This patient has had large doses of 
antibiotics, with little or no control over subse- 
quent recurrences. He had repeated blood trans- 
fusions while hospitalized at Presbyterian Hospital, 
and the disease is still active. 
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TaBLE 1.—Clinical Characteristics of Idiopathic 
Hyperlipemia and Primary Hypercholesteremic 
Xanthomatosis 








Primary 
Idiopathic Hypercholes- 


Hyperlipemia —_ teremic 
Xanthoma- 
tosis 
Familial history + + 
Eruptive xanthomas + Lis 
Xanthelasmas — ue 
Tuberous xanthomas + + 
Tendon xanthomas + +4+ 
Abdominal pain + a 
Vascular disease + +++ 
Effect of restricted fat intake +++ ? 
Effect of prolonged heparin 
administration er pot 
Prognosis Good Poor 





Dr. Usher also raised the point of pyoderma 
gangrenosum, which we cannot refute, but I will 
say that, whereas pyoderma gangrenosum responds 
well to treatment in cases of ulcerative colitis, we 
have found no evidence of ulcerative colitis or any 
other systemic disorder in this patient. He has had 
a trial with corticosteroids, which had no effect on 
his disease. 


Idiopathic Hyperlipemia and Primary Hyper- 
cholesteremic Xanthomatosis: A Group of 
Four Cases. Presented by Dr. Watter F. 
Lever and Dr. EpMunp KLEIN (by invitation). 


In recent years we have studied a group of 
patients with idiopathic hyperlipemia and primary 
hypercholesteremic xanthomatosis. This clinical 
investigation has been related to chemical and 
physical-chemical studies of the serum lipoproteins. 

The clinical characteristics of the two diseases 
are presented in Table 1. 


The chemical and physical-chemical findings are 
summarized in Table 2. 


A group of patients who illustrate these char- 
acteristics will be presented here. 


Case 1—A 44-year-old man has been followed 
since 1952, when he presented eruptive as well as 
tuberous xanthomas and mild coronary heart dis- 
ease. He illustrates the beneficial effects of intra- 
venous fat infusions. After one week of daily 
infrv<‘mis of cottonseed oil emulsion there was a 
gradua: decrease in the turbidity of his serum, 
accompanied by a decrease of the blood lipids. 
The neutral fat fell from 2606 mg. per 100 cc. io 
740 mg. per 100 cc.; the cholesterol level decreased 
from 810 mg. per 100 cc. to 660 mg. per 100 cc., 
and the phospholipids fell from 610 mg. per 100 cc. 
to 433 mg. per 100 cc. within one week. Ten days 
after the last infusion the cholesterol level was 
still low, but the neutral fat levels had already 
Started to increase. After five weeks all lipids had 
returned to their high preinfusion levels. He is 


taking a strict low-fat diet and is free of eruptive 
xanthomas, but the tuberous xanthomas have re- 





TABLE 2.—Chemical and Physical-Chemical Find- 
ings m Idiopathic Hyperlipemia and 
Primary Hypercholesteremic 








Xanthomatosis 
Primary 
Idiopathic Hypercholes- 
Hyperlipemia _teremic 
Xanthoma- 
tosis 
Serum Turbid Clear 
Cholesterol Elevated Elevated 
Phospholipids Elevated Elevated 
Neutral fats Elevated Normal 
Ultracentrifugal studies 
811-10 Normal Elevated 
12-20 Elevated Elevated 
or normal 
30-70 Very high Normal 
100-400 Very high Normal 
ae mobility after 
hepar: 
a-lipoproteins Faster Normal 
B-lipoproteins Faster Faster 
Clearing of intravenous fat Delayed Normal 





mained. He still has pigmented areas at the sites 
of the original papular xanthomas, i. ¢., the but- 
tocks and backs of the thighs. 

Case 2.—A 12-year-old girl has primary hyper- 
cholesteremic xanthomatosis, with numerous tendon 
as well as tuberous xanthomas. Her father died 
at the age of 44 of coronary heart disease, and 
one paternal uncle has hypercholesteremia and 
vascular disease. The patient has been carefully 
studied on a number of regimens directed toward 
decreasing her blood lipid levels. None of these, 
including intravenous fat infusions, have been ef- 
fective. 


Case 3.—A_ 58-year-old woman with primary 
hypercholesteremic xanthomatosis shows xanthelas- 
mas, of typical appearance and distribution, and 
tendon xanthomas. She had an acute cerebrovas- 
cular episode about one year ago. A course of 
intravenous fat infusions was followed by a tem- 
porary decrease in the blood cholesterol and phos- 
pholipid levels lasting about three weeks. The 
neutral fats, which are normal in primary hyper- 
cholesteremic xanthomatosis, were not affected. 


Case 4—A 61-year-old woman with idiopathic 
hyperlipemia presented papular eruptive xanthomas 
in 1953. She was given intravenous infusions of 
heparin for two weeks. Her serum cleared, and 
the neutral fat dropped from 2201 mg. per 100 cc. 
to 1071 mg. per 100 cc. and the cholesterol fell 
from 915 mg. to 355 mg. per 100 cc. The blood 
lipids had returned to preinfusion levels, however, 
when the patient was examined again four months 
later. In April, 1954, she was given a series of 
eight daily infusions of a cottonseed oil-phosphatide 
emulsion. The serum cleared considerably, and 
the neutral fat decreased from 1585 mg. to 528 
mg. per 100 cc. and the cholesterol level from 605 
mg. to 260 mg. per 100 cc. Within three weeks 
after the last infusion, however, the lipid values 
had returned to their elevated preinfusion levels. 
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Since then the patient. has been taking a strict 
low-fat diet, which has maintained her blood lipids 
close to normal and her serum clear. She is now 
free of eruptive xanthomas. 


Discussion 


Dr. Water F. Lever, Boston: Since primary 
hypercholesteremic xanthomatosis and idiopathic 
hyperlipemia may resemble each other clinically, 
it is important to remember that in primary hyper- 
cholesteremic xanthomatosis only the. cholesterol 
and phospholipids are elevated, while in idiopathic 
hyperlipemia the neutral fat also is elevated. The 
large amounts of neutral fat cause the turbidity 
of the serum in idiopathic hyperlipemia. These 
occur mainly as chylomicra which are large enough 
to scatter light and thus cause turbidity. 

Large tuberous xanthomas occur commonly in 
both diseases, and are located mainly on the elbows, 
knees, hands, and feet. On the other hand, eruptive 
xanthomas, which are small and tend to come and 
go, occur only in idiopathic hyperlipemia. They 
are found most commonly on the buttocks and 
the. posterior aspect of the thighs. Xanthelasmas 
on the eyelids are very common in primary hyper- 
cholesteremic xanthomatosis; apparently they do 
not occur in idiopathic hyperlipemia. Also, tendon 
xanthomas are frequent in primary hypercholes- 
teremic xanthomatosis, but they also occur occa- 
sionally in idiopathic hyperlipemia. Most important 
is that coronary heart disease is common and 
severe in primary hypercholesteremic xanthoma- 
tosis, while it is rare and mild in idiopathic hyper- 
lipemia. 

Differences exist also in the response of the two 
diseases to therapy. Patients with idiopathic 
hyperlipemia show a pronounced lowering of their 
lipid values on a diet low in fat and on treatment 
with daily injections of heparin. On the other 
hand, patients with primary hypercholesteremic 
xanthomatosis show little or no response to these 
measures. This difference in response is due to a 
different pathogenesis of the two diseases. In pa- 
tients with primary hypercholesteremic xanthoma- 
tosis there probably exists an endogenous 
overproduction of cholesterol and phospholipids. 
On the other hand, in idiopathic hyperlipemia we 
were able to show that the primary disturbance is 
the presence of an inhibitor of the clearing-factor 
enzyme in the serum. On that basis there is a 
delayed elimination of lipids from the blood stream. 
Because heparin activates the clearing-factor 
enzyme in the blood serum, it is highly effective 
in bringing about a lowering of the lipid levels. 

That a delayed elimination of lipids from the 
blood stream exists in idiopathic hyperlipemia but 
not in primary hypercholesteremic xanthomatosis 
has been shown by experiments in which we gave 


462 





A. M. A. ARCHIVES OF DERMATOLOGY 


an intravenous infusion of 500 ml. of a 10% 
cottonseed-oil emulsion and determined how long it 
took for this added amount of fat to be eliminated 
from the blood stream. In the normal control per- 
sons and in patients with primary hypercholes- 
teremic xanthomatosis the values for neutral fat, 
which were elevated as a result of the fat infusion, 
returned to the initial level, or nearly so, within 
six to eight hours after termination of the infusion. 
On the other hand, in the patients with idiopathic 
hyperlipemia no decrease in the neutral fat values 
occurred during the first six to eight hours. 

However, we found that on the morning after 
the fat infusion the elevated lipid values had de- 
creased below the initial values not only in the 
patients with idiopathic hyperlipemia but also in 
those with primary hypercholesteremic xanthoma- 
tosis, although the lowering was much more 
pronounced in the patients with idiopathic hyper- 
lipemia. In the two patients with idiopathic 
hyperlipemia presented today it was possible by 
seven daily infusions of cottonseed-oil emulsion to 
lower the elevated lipid values to nearly normal, 
Because of the considerable decrease in neutral 
fat the milky sera became clear. However, it was 
only a temporary lowering, and thus our observa- 
tion is more of theoretical than of practical value. 
At first we could not explain this marked decrease 
of lipid values following the fat infusions. Since 
then we have found that intravenous infusions of 
fat emulsions produce a prolonged clearing-factor 
activity because they stimulate the liberation of 
heparin or a heparin-like substance. 

Dr. Davin Bioom, New York: I recently saw 
a patient with obstructive biliary xanthomatosis 
associated with a very high cholesterol and lipid 
content of the blood, with a creamy serum, who 
had extensive xanthelasmas on the eyelids. This 
contradicts, I believe, the statement of Dr. Lever 
that xanthelasma is not seen in hyperlipemia. 


Dermatitis Herpetiformis. Presented by Dr 


Maurice ToLMAN. 

A group of seven cases of dermatitis herpeti- 
formis is being presented for the following 
reasons: (1) to illustrate the results of the admin- 
istration of sulfapyridine over a long period; 
(2) to demonstrate that small doses suffice to 
control the disease, and (3) to offer the concept 
that dermatitis herpetiformis is a limited condition 
and that the diagnosis uf atypical dermatitis her- 
petiformis is debatable. 

Case 1—A man aged 34 was first seen at the 
soldiers’ home in 1954, with a pruritic eruption on 
the lower part of the trunk and the legs of one 
year’s duration. A diagnosis of dermatitis her- 
petiformis was made. Sulfapyridine, 1 tablet (0.5 
gm.) four times a day was prescribed, with im- 
mediate relief from itching, and both the eruption 
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and the itching have been kept under control on 
that dosage. The white blood cell count ranges 
between 6000 and 9200, and the eosinophil count, 
between 2% and 6%. There has been no relation- 
ship between the eosinophil count and the state 
of the dermatitis. Urinalyses have been normal. 
He has shown no clinical evidence of sensitivity 
or toxic reaction to the sulfapyridine. 

Case 2—A man aged 40 noted an eruption of 
grouped vesicles on the elbows and in the left 
groin, in 1943, There were mild remissions and 
exacerbations until 1946, when a diagnosis of 
dermatitis herpetiformis was made and _ sulfa- 
pyridine therapy was begun, 0.5 gm. (2 tablets) 
twice daily. Attempts to control the disease with 
Pyribenzamine and Escherichia coli vaccine therapy 
were fruitless. This patient has been maintained 
on % tablet of sulfapyridine daily, which sup- 
presses his eruption and adequately controls his 
pruritus. Periodic flare-ups have been controlled 
by 1 gm. (2 tablets) twice daily, and then the dose 
has been tapered gradually to the maintenance 
dosage of % tablet. His white blood cell counts 
have ranged from 7000 to 12,000. He had one 
episode of relative leukopenia (4500 leukocytes 
per cubic millimeter). His urinalyses have been 
normal. He has shown no sensitivity or evidence 
of toxic reaction to sulfapyridine. There has been 
no eosinophilia. 

Case 3.—A man aged 31 developed an eruption 
on his face and neck in 1946. He was treated with 
an iodine preparation, and the eruption became 
worse. In 1950 sulfapyridine and later cortisone 
were tried, with temporary benefit. He was first 
seen at the Soldiers’ Home in May, 1954. At that 
time he manifested urticarial, papular, and vesicu- 
lar lesions in groups, symmetrically distributed 
over the entire body. The eruption responded to 
3 tablets (0.5 gm.) of sulfapyridine a day and 
was controlled, both objectively and subjectively, 
by 2 to 2% tablets daily. The urticarial component 
was not suppressed by increasing the dosage. It 
did respond to Pyribenzamine, which, however, 
when used alone did not help the dermatitis her- 
petiformis. Of late he has been maintained on 2 
to 3 tablets daily. Complete suppression of the 
eruption and symptoms can be obtained for six 
weeks by a dosage of 6 tablets daily. 

The white blood cell count has ranged from 
6000 to 14,000. He has shown no eosinophilia. 
Urinalyses have been normal. He has shown no 
sensitivity or evidence of toxic reaction to the 
sulfapyridine. 

Case 4—A man aged 67 was first seen at the 
Soldiers’ Home in 1942, with a typical eruption of 
dermatitis herpetiformis. His history revealed a 


posterior gastroenterostomy for duodenal ulcer in 
1928, which resulted in anemia requiring liver and 
iron therapy. He was first treated for his derma- 





tologic disease with bismuth and Fowler’s solution, 
with slight benefit. In 1944 sulfapyridine therapy 
was started, and he has been taking sulfapyridine 
ever since. The largest dosage required to suppress 
activity has been 3 tablets daily. The average 
maintenance dose has been from % to 2 tablets 
a day. White blood cell counts have ranged from 
6000 to 10,000. Urinalyses have been normal. 
There has been no eosinophilia. 

Case 5.—A man aged 60 first developed a rash 
on the arms, thighs, and shoulders in 1941. In 
1951 he was given Gantrisin for an incidental 
medical condition and discovered that the skin 


’ was helped by this. Since then he had been taking 


6 to 8 tablets of Gantrisin a day whenever his 
skin lesions became active. 

He was first seen at the soldiers’ home in 1953, 
with a typical eruption of dermatitis herpetiformis. 
He was given sulfapyridine, 4 tablets daily (0.5 
gm. each), with good clinical response. After 2 
weeks of this treatment a white blood cell count 
of 3800 developed. Sulfapyridine therapy was 
stopped, but because the skin condition became 
much worse a smaller dosage of 1 to 2 tablets 
daily was given. Since then the dosage has been 
as little as 1 to 1% tablets daily, and his white 
blood cell count has ranged between 4000 and 5250. 
At present he takes 1% to 2 tablets daily, and his 
white blood cell count is 5700. He has shown no 
other toxic or sensitivity reactions. His eosinophil 
count has ranged from 2% to 14%, but there has 
been no direct correlation between the rise in 
eosinophils and the state of his eruption. Uri- 
nalyses have been normal. 

Case 6.—A man aged 33 was first seen at the 
Soldiers’ Home in February, 1954, because of a 
grouped vesicular crusted symmetrical eruption 
on the elbows, knees, and scapulas. H was given 
sulfapyridine and the disease was controlled with 
4 tablets (0.5 gm. each) daily. The dose was then 
diminished until he could be maintained with 1 or 
2 tablets a day. Since 1956, however, he has re- 
quired 2 to 3 tablets daily for subjective main- 
tenance. For complete suppression of all clinical 
signs he required 5 or 6 tablets daily. 

The patient’s white blood cell counts vary from 
6800 to 13,000. Eosinophil counts range from 1% 
to 5%, with no relationship between a rise in count 
and skin flare-ups. Urine examinations have been 
normal, He has shown no signs of sensitivity or 
toxic reaction to sulfapyridine. 

Case 7.—A man aged 61 was first seen at the 
Soldiers’ Home in June, 1956, with a pruritic 
symmetrical eruption on the extensor surfaces of 
the forearms, buttocks, knees, scalp, and ears. He 
was given sulfapyridine, 4 tablets (0.5 gm. each) 
daily. He experienced mild nausea the first few 
days but otherwise tolerated the drug, with relief 
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of symptoms and clearing of the eruption. He is 
now maintained with 2 to 3 tablets daily. 

The white blood cell count has varied from 
12,000 to 18,000. There has been no eosinophilia. 
Urine examinations have been normal. 


Discussion 


Dr. Maurice ToLtMAN, Boston: We are pre- 
senting these cases to show two points and ask 
a question. My associate, Dr. Moschella, will take 
up the cudgel a bit further. 

We show these cases after long-term dvditalhe: 


tion of sulfapyridine with safety to demonstrate _ 


the ability to maintain a certain type of case 
with extremely small doses. Then we ask whether 
this type of dermatitis herpetiformis as shown 
today is a special entity that can be called der- 
matitis herpetiformis, and whether other atypical 
forms are something else. 

Dr. Franx E. Cormia, New York: Our chair- 
man is to be congratulated on the meticulous way 
in which he has studied these cases and followed 
them so long, with such gratifying results. I am 
sorry that Dr. Maurice Costello is still sick, 
since he is much better qualified to discuss this 
disease than I am. However, I can pass on some 
of his thoughts. He still feels that sulfapyridine 
is the drug of choice in the management of 
dermatitis herpetiformis. But in cases which react 
unfavorably to the drug, and in a few instances 
when it is ineffective, he has used the sulfones. 
All of us have used the sulfones to a certain 
extent—DDS, Promacetin, and Diasone. The doses 
of Promacetin have to be rather high, and oc- 
casionally toxic effects ensue. However, I think 
that the effective dose of sulfapyridine is usually 
not large. Dr. Craig was telling me that he has 
used as little as 1 grain (0.065 gm.) a day, with 
satisfactory results, and I think that is interesting. 
Am I correct—1l grain, not 1 gm.? (From the 
floor: A fifth of one tablet.) 

Dr. Frank E. Cormia, New York: I went over 
these cases and asked some questions about various 
things which the patients felt had affected their 
tolerance. It is interesting that tolerance varies. 
The eruptions may be kept under control with a 
certain dose of sulfapyridine for some time and 
then seem to get out of control and require more. 
I asked about possible psychosomatic factors which 
I had not personally considered as being respon- 
sible for any of the flare-ups in this disease, and 
all patients answered in the negative. There had 
not been any particular emotional crises during 
exacerbations, and so that apparently was not a 
factor. 

One interesting thing about these cases, par- 
ticularly when there are many bullous lesions— 
we have had an opportunity to examine one or 
two of them, and they had high levels of blood 
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fibrinolysin. - This is interesting in view of the 
association of high fibrinolysin levels and pemphi- 
goid eruptions, which may be equated with 
dermatitis herpetiformis. 

- Over the past few years I have seen a number 
of cases which do not quite fill the diagnostic 
criteria for dermatitis herpetiformis. The eruptions 
looked somewhat like this disease and somewhat 
like nummular eczema. Nevertheless, they re- 
sponded beautifully to sulfones and, more par- 
ticularly, to sulfapyridine. I think that we should 
keep these more or less borderline entities in mind 
because sometimes they may be of many years’ 
duration. The results of therapy are dramatic 
in an occasional case. 

Dr. Jacos H. Swartz, Boston: I note that the 
presenters mention therapy with Escherichia coli 
vaccine. This mode of therapy was reported by 
Dr. Lever and me (Arch. Dermat. & Syph. 
47 :680-693 [May] 1943). It is particularly useful 
as maintenance therapy in conjunction with the 
antihistamines, after initial therapy with sulfa- 
pyridine. It is also worth a try in patients with 
dermatitis herpetiformis who do not tolerate 
sulfapyridine. The dose is 0.05 cc. subcutaneously, 
increasing gradually until 1 cc. is reached. The 
dose is decreased if the preceding injection results 
in a local reaction or a flare of the eruption. 
Injectiéns are given once a week. In some cases 
the injections are given intradermally, 0.02 cc. 
for the first dose and increasing by 0.01 cc. until 
0.1 cc. is reached. Where a vesicular reaction 
at the point of injection is noted, the dose is not 
increased at the next injection. In either method 
of treatment the highest dose is continued and 
intervals between injections are increased. The 
total, number of injections varies with each case. 

Dr. Grsson E. Craic, Montreal: -About five 
years ago I reported the use of very small doses 
of sulfapyridine for the treatment of dermatitis 
herpetiformis, for patients who showed an intol- 
erance to sulfapyridine in the usual doses. The 
pills are ground into a powder and suspended in 
an emulsion to give 1 grain (0.065 gm.) to the 
teaspoonful. We have had several patients well 
controlled with as little as 1 grain (0.065 gm.) 
a day who were nauseated by 1 tablet or even 
Y tablet. 

Dr. Watter F. Lever, Boston: The dosage 
required for the suppression of the lesions of 
dermatitis herpetiformis varies greatly. One -pa- 
tient, who has been under my observation since 
1944, has needed 8 gm. of sulfapyridine most of 
the time during the past 13 years. Occasionally 
he gets along with 6 gm. a day. If he takes less 
than 6 to 8 gm. a day he breaks out badly. The 
only exception has been when he gets a cold 
or grippe. During those periods he gets along 
with very little sulfapyridine. As soon as his 
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fever goes down he has to resume the large dose. 
(From the floor: Is that a bullous type?) No, 
it is the ordinary papular vesicular variety. As 
far as the so-called bullous type of dermatitis 
herpetiformis is concerned, I have seen no bene- 
ficial results from sulfapyridine. The relation of 
the so-called bullous pemphigoid to dermatitis 
herpetiformis is not yet settled. The French 
school. of dermatology identifies the bullous 
pemphigoid with dermatitis herpetiformis, but most 
other schools seem to be rather hesitant to do 
that. Some authors regard it as a disease by 
itself, while others include it in the pemphigus 
group, in spite of the fact that bullous pemphigoid, 
in contrast to pemphigus, does not show acantho- 
lysis. 

Dr. Herspert Mescon, Boston: I would like to 
sound one word of caution about the steady 
use of sulfapyridine over many years. No one 
has studied this in succeeding generations in man. 
There has been a report of sterility in animals 
that have had continued administration of rela- 
tively small doses of the sulfonamides to suc- 
cessive generations. Whether this happens in 
human beings has of course not been determined, 
and is it unlikely. 

Dr. Davin Bioom, New York: Some years ago 
Dr. Lever presented at a meeting of this society 
a case of dermatitis herpetiformis which he had 
treated for a few years with sulfapyridine. At 
that time, because of my experience with the 
serious by-effects of sulfonamides, I objected to 
such prolonged administration of the drug for a 
disease which is not fatal. Since then I have come 
to the conclusion that because of the lack of any 
other satisfactory treatment and because of the 
great suffering and disability caused by this dis- 
order sulfapyridine should be administered. I, 
myself, have treated several patients with derma- 
titis herpetiformis with sulfapyridine, closely 
watching their blood and urine for any abnor- 
malities, and have rarely had to discontinue it 
because of leukopenia or anemia. The minimum 
dose in my cases was 1.5 to 2 gm. a day. I some- 
times combine sulfapyridine with Promacetin. 
However, none of the patients were relieved by 
Promacetin alone. 

The cases Dr. Lever spoke of as pemphigoid 
or bullous dermatitis herpetiformis, of which we 
see a great number in Bellevue Hospital, I do not 
consider as cases of dermatitis herpetiformis, and 
in contrast to true cases of that disease these do 
not respond to sulfapyridine. 

Dr. B. D. UsHer, Montreal: I want to make 
two comments in rebuttal to this fear of sterility 
in patients receiving sulfapyridine. I have had 


under my care a doctor’s wife who for several 
years before marriage was treated with sulfapyri- 





dine, and she has given birth to three or perhaps 
four children. 


Secondly, on the basis of histologic studies, clin- 
ical studies, and therapy, I feel that pemphigoid 
in elderly people is not dermatitis herpetiformis 
or pemphigus. I think that we are probably deal- 
ing with bullous erythema multiforme, and in my 
hands, at least, most of these people have died. 

Dr. S. MoscHetta, Chelsea, Mass. (by invita- 
tion): The discussion has centered about the 
therapeutic use of sulfapyridine and the sulfones 
in dermatitis herpetiformis. As has been demon- 
strated, sulfapyridine has been well tolerated and 
effective in our cases (one has been treated for 
11 years, another for 16 years). There have been 
reports in the literature that the sulfones are as 
effective therapeutically and less toxic than sulfa- 
pyridine. Cornbleet (1944, 1951, and 1956) re- 
ported the effectiveness of sulfoxone (Diasone) 
sodium in dermatitis herpetiformis. Goodman 
(1952) and Costello and Buncke (1955) used 
acetosulfone (Promacetin) successfully in 2 and 
12 cases, respectively, of dermatitis herpetiformis. 
Costello and Buncke felt that Promacetin was 
second only to sulfapyridine and was less toxic. 
Since the activity of the more complex sulfones 
(Diasone, Promacetin, Promin) depends on their 
hydrolysis to 4,4’-diaminodiphenyl sulfone (DDS, 
Dapsone), it was not surprising that reports 
(Kruizinga and Hamminga [1953], Vickers [1954], 
Calnan [1954], Morgan et al. [1955], and Alex- 
ander [1955]) of its use in dermatitis herpeti- 
formis appeared in the literature. Most of the 
reports recommend DDS as the drug of choice 
in dermatitis herpetiformis. Sulfapyridine and 
DDS have only a pictorial rather than a con- 
stitutional resemblance. In leprosy, Lowe (Leprosy 
Review 23:4, 1952) stated that the disadvantage of 
the greater toxicity of DDS, as compared with 
the other sulfones, is compensated by the fact that 
a smaller dose is sufficient. This is also evident 
in the therapy of dermatitis herpetiformis with 
the sulfones. According to Smith (Leprosy Re- 
view 21:17, 1950), DDS is no more toxic than 
Diasone or Promin (Glucosulfone) in the therapy 
of leprosy. While discussing the control of the 
treatment of leprosy with DDS, Muir (1950) 
stated that the hemoglobin estimation and the 
clinical signs and symptoms were the guides for 
the evaluation of drug tolerance. 

DDS therapy would be more economical for the 
patient, but we have not been able to obtain the 
drug locally. 

Porphyria Cutanea Tarda. Presented by Dr. 

Bencet L. SCHIFF. 

A woman aged 33 is presented from the Rhode 
Island Hospital, with an eruption on the face, 
shoulders, chest, and extremities. She began to 
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have joint pains in November, 1955. In Decem- 
ber she noted a widespread eruption consisting of 
redness with many tiny blisters. This was followed 
by tiny blood-red spots in the areas of redness, 
particularly on her arms and legs. In February, 
1956, she began to have severe abdominal pain, 
with nausea, vomiting, diarrhea, and abdominal dis- 
tension. She has been admitted to the hospital on 
many occasions and has been to the accident room 
innumerable times because of the abdominal pain, 
which sometimes suggested acute intestinal obstruc- 
tion. She had been treated for joint pains with 
Daprisal. 

There is a blotchy red macular eruption, with 
sharply outlined gyrate borders, on the face, 
shoulders, chest, arms, and legs. Numerous tiny 
vesicles and petechiae have been observed during the 
acute attacks. There are healing excoriations and 
scars of healed lesions. 

L.E.-cell preparations were negative. The eryth- 
rocyte sedimentation rate was 33 mm. in one hour. 
White blood cell counts ranged from 3000 to 11,000. 
The urine showed no sugar, but albumin was 4+, 
with sediment showing 30 to 40 red blood cells and 
hyaline casts. The serum albumin was 3.2 to 2.8 gm. 
per 100 cc. and globulin, 3.9 to 2.3 gm. per 100 cc. 
The cephalin flocculation was 3+ and thymol 
turbidity, 15. Porphobilinogen was strongly positive 
during acute attacks. 

Biopsy of skin and muscle showed no abnormality. 
Liver tissue removed by needle biopsy showed no 
fluorescence. 

The patient has been treated with corticotropin 
and Meticorten. Acute abdominal symptoms were 
relieved by intramuscular administration of Ban- 
thine, by Levin tube, and by intravenous administra- 
tion of fluids. She has been maintained fairly well 
with Thorazine orally. She was admitted to the 
hospital in October, 1956, for acute adrenal in- 
sufficiency during an acute infection. 


Porphyria Cutanea Tarda. Presented by Dr. 

Bence L. ScuHirr. 

A woman aged 23 is presented from the Rhode 
Island Hospital with a dermatosis of two years’ 
duration. She was seen initially because of an 
eruption on the face, neck, shoulders, and ex- 
tremities, of 19 months’ duration. During preg- 
nancy in January, 1955, the patient noted darkening 
of the skin of the arms and legs, with marked 
itching and scaling. Recently blisters have de- 
veloped, and after being scratched they have healed 
with scars. For the past four months she has had 
crampy abdominal pain relieved by vomiting, and 
she has lost 25 Ib. Since her present pregnancy 
the patient has noted a feeling of feverishness, 
headache, and weakness following exposure to light. 
Recently her urine has been pink. In January, 
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1956, she became hoarse, and polypectomy of the 
vocal cords was performed. There have been 
periodic elevations of temperature to 102 F. 


There is a dusky pigmentation of the skin and 


hhypertrichosis of the face, arms, and legs. There 


are crusted excoriated lesions, particularly on the 
hands, forearms, feet, ankles, and, to a lesser extent, 
the face and neck. Three or four large blebs are 
present on the backs of the fingers and hands. 

Porphobilinogen and ccproporphyrins have been 
present in the urine but only during acute attacks, 
The fasting blood sugar was 65 mg. per 100 cc.; 
blood urea nitrogen, 24 mg. per 100 cc.; albumin, 
3.1 gm. per 100 cc.; globulin, 3.1 gm. per 100 cc.; 
sodium, 135 mEq. per liter; potassium, 4.6 mEq. 
per liter; cholesterol, 101 mg. per 100 cc.; carbon 
dioxide-combining power, 25 mEq. per liter, and 
cephalin flocculation, 1+; a complete blood cell 
count was normal. Blood cultures were sterile, and 
a 17-ketosteroid determination was normal. Biopsy 
showed melanin pigmentation of the basal layer. 

Treatment has consisted of corticotropin, Thora- 
zine, Banthine, Meticorten, and cyanocobalamin, 
with relief of the abdominal discomfort. 


Discussion 


Dr. Davin Biroom, New York: In addition to 
the cutaneous involvement, the first patient had 
abdominal cramps, distention, nausea, and vomiting, 
which have occurred once a week for the past 
three months. In the urine porphobilinogen was 
found and no uroporphyrin, which explains the 
lack of fluorescence of the urine. The second case 
is severer. In addition to vesicles, bullae, and 
scars, the patient presents hyperpigmentation and 
hypertrichosis. Exposure to light produces fever, 
weakness, and headache. The gastrointestinal dis- 
turbance occurs once in three months, lasting one 
week. In this case uroporphyrin is present in the 
urine, causing fluorescence. 

Both cases can be classified as acute intermittent 
porphyria. Aside from the abdominal symptoms, 
the fact that no other severe neurologic or mental 
symptoms were present in these patients permits 
us to consider these cases as a mild form of por- 
phyria with not too bad a prognosis. The mortality 
rate of the severe type is very high. 

It is no coincidence that both patients are women, 
as this type of porphyria is supposed to be of 


dominant autosomal inheritance, with partial sex] 


limitation to the female, in contrast to “congenital 
porphyria,” which is recessive in inheritance, with 
partial sex ‘limitation to males, 

The first patient has 1 brother only, but the 
second has 10 siblings. It would not be surprising 
if a study of this latter family would reveal latent 
cases of porphyria in some of the siblings and m 
one of the parents. 
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It is important to recognize this condition, be- 
cause such cases with abdominal symptoms have 
come under the care of the surgeons and some of 
them have been operated upon several times for 
supposed appendicitis and other abdominal surgical 
conditions. 

Dr. IsRAEL ZELIGMAN, Baltimore: These two 
cases are excellent examples of porphyria, but they 
are not, strictly speaking, cases of porphyria cutanea 
tarda, nor of acute porphyria. They are actually 
mixtures, and persons who have this type of symp- 
tomatology have mixed porphyria. They have evi- 
dence of chronic porphyria or porphyria cutanea 
tarda, with blisters on parts exposed to the sun and 
in areas of trauma. They have hyperpigmentation 
and hypertrichosis, but they also have evidence of 
acute intermittent porphyria, as shown by involve- 
ment of the nervous system, with weakness and 
other manifestations. 

These two patients have no obvious involvement 
of the peripheral nerves, nor do they have psychic 
symptoms, but they do have neurologic manifesta- 
tions, as shown by abdominal complaints. Whenever 
there are abdominal complaints, with pain, nausea, 
vomiting, constipation, and diarrhea, there is evi- 
dence of involvement of the parasympathetic 
nervous system as affected by. uroporphyrin. 

Since the porphobilinogen test is positive here, 
there is further evidence that these patients do not 
have simple porphyria cutanea tarda, since porpho- 
bilinogen is present only in acute intermittent por- 
phyria and in mixed porphyria. It is not present 
in porphyria cutanea tarda or in the congenital or 
erythropoietic porphyria. 

The statement was made that coproporphyrins 
were present in the urine only during acute attacks 
in the second patient. I am sure that this is a typo- 
graphical error, because coproporphyrin is present 
in all normal urine in small amounts. Coproporphy- 
rin is present in amounts of 50yug. to 300ug. per 
24-hour specimen. Probably what was meant was 
that the coproporphyrin was increased during at- 
tacks. These are two excellent examples of por- 
phyria, both of which demonstrate a positive direct 
fluorescence test. 

Dr. Bencer L. Scuirr, Pawtucket, R. 1.: I have 
used Aralen in these cases, with remarkable im- 
provement. However, Thorazine was of little 
value. 


Rosacea-like Tuberculid (Micropapular Tuber- 
culid). Presented by Dr. Paut J. CATINELLA. 
A woman aged 36 first noticed a rash on her face 

in March, 1956. The eruption developed gradually 

and persisted with spontaneous partial remissions 
and exacerbations. It has been asymptomatic ex- 
cept for an occasional sensation of burning. 

There are small, discrete and confluent, yellow- 
ish-brown and reddish-brown papules and nodules, 


2 mm. by 4 mm., scattered over the face. Many 
of the lesions are covered with fine scales, and 
others, with a thin crust. On diascopy, some of the 
lesions persist as yellowish-brown nodules. In addi- 
tion, numerous small scars are present. 

A tuberculin test with purified protein derivative 
(first strength) was positive. Roentgenograms of 
the heart and lungs were normal. Inoculation of 
gastric contents and fresh tissue into guinea pigs 
has not yet been reported. 

Biopsy showed discrete and confluent epithelioid 
tubercles containing a few Langhans’ giant cells 
without caseation necrosis and surrounded by a 
heavy concentration of lymphocytes. Acid-fast 
stains did not reveal the presence of Mycobacterium 
tuberculosis. 


Discussion 


Dr. Paut J. CATINELLA, Boston: The guinea-pig 
inoculations of sputum failed to show tubercle 
bacilli. Gastric washings were done on three suc- 
cessive days, and the washings were both cultured 
and inoculated into guinea pigs. These procedures 
failed to reveal the presence of Mycobacterium 
tuberculosis. A second biopsy was done, and the 
live or unfixed tissue was inoculated into a guinea 
pig. This also failed to produce death of the animal, 
and the animal did not show evidence of tubercu- 
losis when killed. Cultures of the sputum to date, 
seven weeks after implantation, are also negative. 

Dr. LEON BABALIAN, Portland, Maine: The tu- 
berculous origin of Lewandowsky’s rosacea-like 
eruption is most questionable. I would like to bring 
to your attention an important paper published on 
this subject by R. H. Snapp (J. Invest. Dermat. 
13:175 [Oct.] 1949). Of 23 cases of this disease, 
this author was able to demonstrate the existence 
of some active focus of tuberculous infection in 1 
case only. 

Dr. Francis A. Etxis, Baltimore: The histology 
is that of a tuberculid, but even if the section 
shows a tuberculid picture it may not be diagnostic 
of a tuberculid. You remember the series of cases 
reported by Michelson and Laymon in which they 
did a number of biopsies on lesions on the face. 
They found that sections from a typical clinical 
rosacea may show a tuberculid picture or may even 
show a military sarcoid-like picture. I am not 
willing to say that one may not have a rosacea-like 
tuberculid. 

Dr. FRANK E. CormiA, New York: This case 
brings to mind a study made by a group of us a 
few years ago on the use of isoniazid in various 
types of tuberculosis. During the course of this 
study we treated three cases of the so-called 
rosacea-like tuberculid. There has always been 
considerable doubt in my mind that there was any 
such entity and so, just for the fun of it, I 
treated two patients with carbon dioxide slush; to 
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my surprise and amazement, after two treatments 
the lesions were entirely gone. I’d like to propose a 
new name for this entity. I prefer the title “tuber- 
culid-like rosacea.” 


Dr. BERNARD APPEL, Lynn, Mass.: The histologic 
picture is classical and one which we all recognize 
as looking like tuberculosis; however, not every- 
thing is what it appears to be. The picture is there, 
nevertheless, and it requires interpretation. Many 
times, in ordinary acne and in acneform lesions, 
the tissue reacts to the expelled sebum from the 
inflammatory reaction of the sebaceous gland; 
these reactions around that fat are similar to re- 
actions to tuberculosis, and so one frequently gets a 
tubercle-like reaction in ordinary acne. That may 
be the explanation in this type of case. 


Dr. Paut J. CATINELLA, Boston: I agree with 
the remarks of Dr. Robinson and Dr. Cormia. The 
reason for classifying this case as rosacea-like 
tuberculid or micropapular tuberculid was merely 
that it fitted what had previously been considered 
the classical description of the disease. The patient 
had what seemed to be rosacea clinically, and on 
histologic examination an epithelioid tubercle struc- 
ture was revealed which resembled the picture of a 
noncaseating tuberculosis. Probably Dr. Cormia’s 
suggestion of tuberculid-like rosacea would be a 
preferable term. 


Lichenoid Tuberculid. Presented by Dr. PAuL 
J. CATINELLA, 


A woman aged 65 is presented from St. Eliza- 
beth’s Hospital, Boston, with an eruption on the 
trunk and extremities of two and one-half years’ 
duration. In June, 1953, the patient had a lung 
operation because of suspected tumor. A tubercu- 
lous abscess was discovered. After recovery from 
the operation she was hospitalized in a tuberculosis 
sanatorium, where she received streptomycin and 
aminosalicylic acid. While she was in the hospital 
an eruption appeared near the incision and gradually 
spread to other areas. It persisted in spite of dis- 
continuation of the drugs. In July, 1956, she de- 
veloped iritis of the left eye for which she was 
given corticosteroids from Oct. to Nov. 26, 
1956. While she was given steroids the eruption in- 
creased in intensity. 


There are small, discrete, yellowish-brown, 
smooth, flat-topped, lichenoid papules, 2 mm. in 
diameter, grouped over the upper part of the 
chest, lower portion of the abdomen, lower part 
of the back, and proximal portions of the ex- 
tremities. Many of the lesions have a central pit 
suggestive of follicular involvement. The lesions 
fade on pressure. 


The tuberculin test was positive. A roentgeno- 
gram of the chest showed arrested tuberculosis of 
the lungs. 
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Discussion 


Dr. Francis A. E tis, Baltimore: This is a 
beautiful case, and it certainly fits in with dissemi- 


nated lichenoid tuberculid. Just the other day we 


were discussing whether you can really get a lesion 
due to toxin alone or whether there have to be 
one or two organisms present, the response of the 
body to these few organisms causing the lesions. 

Dr. Ettwoop C. WEIsE Jr., Bridgeport, Conn,; 
I think that some discussion on, the use of steroids 
in patients with tuberculosis is warranted here, 
There is foundation for the reports that tubercu- 
losis has been disseminated in patients taking 
steroids for other conditions. Ina state tuberculosis 
sanatorium where I attend, we do not hesitate to 
prescribe steroids for patients if this treatment is 
required. One patient developed a generalized 
exfoliative dermatitis as a result of strepto- 
mycin and aminosalicylic acid. He required 100 
mg. daily, This dosage was administered for almost 
a year and one-half, covered by no medication for 
his tuberculosis, and there was no advancement of 
the disease. The ophthalmologists use steroids 
when there is involvement of the eye. The action, 
as in this case, is to break down some of the 
fibrosis that may be present so that the antituber- 
culosis drugs may be effective in that area. You 
must, if possible, cover the administration of 
steroids with some form of therapy for the tuber- 
culosis, but in general I think that this is over- 
worked. Many people have passed on the flat 
ruling, no steroids in tuberculosis. I think that cases 
must be individualized and that steroids can be used 
judiciously in the presence of pulmonary tuber- 
culosis. 


Dr. Paut J. CATINELLA, Boston: Dr. Weise has 
given the reason for this woman getting cortico 
steroids. She received them because of an inter 
vening, rather severe, ophthalmic complication or 
disease, the exact nature of which I do not know. 


Hematogenous Cutaneous Tuberculosis. Pre- 


sented by Dr. BERNARD APPEL. 


A girl aged 14, an identical twin, is presented 
from Boston City Hospital with systemic non- 
pulmonary tuberculosis of 10 years’ duration, ac- 
quired from a female cousin (aged 18), who died 
of pulmonary tuberculosis in the house in which the 
patient’s family lived. 

In 1946 the patient developed tuberculous 
phlyctenular conjunctivitis of the left eye (sclera), 
and the following year she had generalized papulo- 
necrotic tuberculids of the face, arms, buttocks, 
and legs early in the winter, with remission in the 
summer. There were exacerbations in the winters 
of 1947-1948 and 1949, In 1949 large nontender sub 
maxillary nodes appeared. By September of that 
year she had an extensive active crop of tuber 
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culids which spared the trunk, and she had a fever 
of 99 F to 100 F. The white blood cells num- 
bered 12,000, with lymphocytes 36% and monocytes 
6%. The erythrocyte sedimentation rate was 76 
mm. in one hour. 

In 1951 there was a phlyctenule of the right eye 
(left eye clear). The tuberculids were subsiding. 
The erythrocyte sedimentation rate was 32 mm. in 
one hour, and the white blood cells numbered 7000, 
with lymphocytes 48%. A tuberculin patch test 
was strongly positive. A roentgenogram of the 
chest showed bilateral hilar haziness, not definitely 
tuberculosis. She was treated with generalized 
ultraviolet light, dihydrostreptomycin, and calci- 
ferol. 

In 1952 the patient had mastoiditis, with paral- 
ysis of the right abducens nerve and perforation 
of the right eardrum. She improved with penicillin 
therapy. 

“Kidney disease” developed in 1953 but lasted 
only one week. In 1954 there were “red areas” on 
the back of the left leg. In 1956 she had herpes 
zoster of the right ophthalmic nerve, without in- 
volvement of the eye or eyelids. 

The patient now shows atrophy of the iris, pos- 
terior synechia, and cataract. of the right eye. 
There is injection of the blood vessels, posterior 
synechia, and deformity of the iris of the left eye. 
The nasal septum is perforated. There are post- 
herpetic scars on the right side of the nose and 
generalized “pock-mark” scars on the arms, but- 
tocks, and legs. 

Dark red, indurated lesions are seen on the lower 
posterior aspects of the legs, measuring from 1.0 
to 2.5 cm. in diameter, in varying stages from 
subsiding erythema to smooth pale depressed scars. 
There are no subjective symptoms. Palpable sub- 
mental lymph nodes have been present for five 
years. 


The hemogram was.normal. Roentgenograms of 
the chest showed right peritracheal and left hilar 
nodes to be enlarged. The bones were normal. 
Many smears of the sputum were negative, as was 
guinea-pig inoculation. Smears of the urine sedi- 
ment were negative. 


Biopsy of the nasal sputum showed acute and 
chronic nonspecific inflammation. Biopsy of the 
skin of the leg showed blood-vessel thickening in 
the dermis, with slight epithelioid-cell perivascular 
infiltration. 


An intradermal tuberculin test was positive, with 
a dilution of 1:10,000. 


The present treatment consists of aminosalicylic 
acid, 8.0 gm. per day, and isoniazid, 300 mg. per 
day, beginning Feb. 1. 

The patient is shown to demonstrate (1) different 
forms of cutaneous tuberculosis in the same patient 





and (2) tuberculous infection in one identical twin, 
both having been simultaneously and continuously 
exposed. 


Axillary Granuloma Due to Underarm Deodo- 
rant. Presented by Drs. MAurice TOLMAN and 
(by invitation) SAMUEL MOSCHELLA. 


A woman aged 34 is presented from the U. S. 
Naval Hospital, Chelsea, Mass., with an eruption 
in the axillas of nine months’ duration. The onset 
was accompanied by acute swelling, redness, and 
burning in both axillas. In about one week the 
areas became weeping, papular, and very pruritic. 
Compresses, topical medication, and sedatives did 
not help, and the areas became painful and tender 
on movement. She had used a stick deodorant (a 
gel containing zirconium) for 10 days prior to 
onset, Previously she had used a liquid deodorant. 


Discussion 


Dr. RAyMonp A. OsBourn, Washington, D. C.: 
Recently we reviewed sections from a case of silica 
granuloma under the polarizing microscope, and we 
noted that not all the granulomatous areas showed 
doubly refractile particles. Hence, we do not feel 
that absence of such particles in any one section 
rules out the diagnosis. Additional sections should 
be studied. In one case of axillary granuloma we 
had remarkable improvement under an occlusive 
dressing. 


Dr. BERNARD APPEL, Boston: I should like to 
recall the remarks that I made about a granuloma- 
tous reaction in the tuberculid type of rosacea, 
namely, the reaction of the tissue to fatty material. 
I feel that this granulomatous reaction may be 
similar, histochemically. In my opinion, the zir- 
conium has nothing to do with it. In fact, I cannot 
conceive of zirconium getting down to that depth. 
Zirconium is a protein precipitant ; it was used some 
time ago in experimental tanning of leather. It 
acts on collagen in a manner similar to chromium, 
formalin, and other collagen-binding, protein-pre- 
cipitating agents. I feel sure that if the tissue in 
this case were spectroscopically analyzed no zir- 
conium would be found down where the granulom- 
atous reaction takes place. Theoretically, what is 
the value or the rationale of the use of zirconium 
in dermatitis venenata? It is similar to the other 


. metallic protein-precipitating salts, like iron, alum, 


etc. As a protein precipitant, it has a function 
similar to that of the aluminum salts used in anti- 
perspirants. 

The reaction in this case is obviously a granu- 
loma, but I think we should have clearly in mind 
that it probably is not a reaction to the zirconium. 

Dr. CHARLES SHEARD, Stamford, Conn.: At the 
New York Hospital we independently came across 
a few cases of these so-called zirconium granulomas 
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in the axilla. Dr. Cormia presented the first case 
in June of last year in a man who did not shave 
his axilla. The microscopic picture, of course, 
showed foreign-body granuloma. 

However, several other cases came along, and 
we examined these people with the fixed-tissue 
specimens, and also the raw tissue was cut out 
and put in distilled water and then examined spec- 
troscopically to 0.000003, and we could not find any 
zirconium as zirconium lactate. However, soap- 
alcohol-gel sticks have been used for 50 years as 
cologne sticks and we have never seen foreign- 
body granulomas up to now, and so it seems un- 
likely that sodium stearate is the cause. We think 
that there is a chance that zirconium and perhaps 
some other things form a compound with a separate 
spectroscopic band that could be distinguished if 
you were willing to go through the permutations 
and combinations that would be necessary to find 
the right spectrum. Of course, we are not doing 
this. 

Also, lately I understand from one of the chem- 
ists that one of the sticks contains silicon. Dr. 
Machacek (Presbyterian Hospital, New York) 
called me a few days ago and said that he had a 
patient who had been using pads which contain 
silicon and that that patient had granulomas in 
which he could see crystals that could be washed 
out with distilled water. He had washed them out 
and then could see the blank spaces afterward, and 
so there is probably more to it than the sodium 
stearate, I would suspect. 

Dr. Maurice TotMAN, Boston: Would the 
doctor who spoke about the lactate product during 
intermission discuss it at this point? 

Dr. Donatp N. TscHAN, Philadelphia: Unfortu- 
nately, I am involved in three litigations out of my 
nine patients. One is rather a large one. 

In all of our cases there are several common 
denominators. First of all, I have never seen 
this in a man. Prior to Dr. Weber’s paper I sent 
the first case to Dr. Shelley for an opinion. I 
thought that this was a disease of the apocrine 
glands, and in a very crude scientific attempt I had 
the patient rub the stick deodorant on the areola of 
the mamma, thinking that we would have an 
apocrine response in that area. 

I have performed patch tests on all of my pa- 
tients, with negative results. I have further 
vigorously rubbed the stick deodorant into the inner 
upper arm (the area contiguous to the axilla) and 
have not produced a granuloma. 

I have two patients whose eruptions are quiescent 
at the moment, and upon reapplication of the same 
stick deodorant to one axilla only there has not 
been an exacerbation of the original eruption. 

Approximately 20% of the cases did not shave. 
The incubation period had ranged from about two 
days to one year of using the deodorant stick. 


470 


A. M. A. ARCHIVES OF DERMATOLOGY 


The findings on biopsy have been typically those 
of a tuberculid reaction in all cases, and spectro- 
scopic examinations have all been negative. 

I have written to all the cosmetic companies 
who make these stick deodorants which have been 
involved. All of them, with one exception, ad- 
mitted that their deodorants contained sodium zir- 
conium lactate. One company vigorously denied 
that their deodorant in any way, shape, or form 
contained this chemical. 

The outstanding symptom that I have seen is 
pain and tenderness. Itching has been minimal. 

I started administering steroids to these people 
orally and parenterally, with a very, very poor 
result, and I followed with the use of Aralen 
(chloroquine), with very discouraging results. My 
best results were obtained. with bismuth orally, a 
minimum of four tablets a day, and: heavily filtered 
x-ray therapy. I have not seen a response to x-ray 
therapy until a dosage of 300 r was given. Lastly, 
topical cortisone and mycins, such as Neo-Cortef 
or Terra-Cotril, have been most beneficial locally, 

Dr. JoHN FroMer, Boston: In this connection 
I'd like to mention a patient of Armenian extrac 
tion about 46 years old who came in about six 
months ago with a nodular lesion of the left 
cheek. Biopsy showed a lymphomatous reaction 
of the Spiegler-Fendt type. It was arranged for 
him to» have x-ray therapy, but he did not appear 
for his appointment. I found out that he had 
been suspicious of a new after-shave lotion that 
he was using. When he discontinued this, the 
lesion disappeared spontaneously. He used it again 
and had a recurrence of a similar lesion on the 
cheeks in the shave area, which again disappeared 
after discontinuing use of the lotion. This is an 
example of a granulomatous type of response if 
areas other than the axillas. 

Cot. Rospert S. Hicpon (MC), U. S. Army, 
Washington, D. C.: Dr. Tschan mentioned that 
all his patients with this condition gave negative 
results when patch tests with the deodorant were 
performed. At present we are following a similar 
case at Walter Reed Army Medical Center and, 
when a patch test with the deodorant was per- 
formed, the patient not only gave a_ positive 
reaction but also developed a granuloma at the 
site of the patch test which was identical in 
clinical appearance to the granuloma of her axilla. 
Prior to the application of the patch test, the skin 
was mildly irritated by rubbing to simulate the 
trauma of shaving. Perhaps this mechanical ir- 
ritation may, have accounted for her developing 
a positive reaction, in contrast to the negative 
reactions reported by Dr. Tschan. Histologic 
examination of biopsy specimens from the axilliary 
and patch-test sites revealed the same. granulom- 
atous reaction pattern. 
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Dr. Frank E. Cormra, New York: In our 
group of cases we could not figure out just how 
the noxious agent got into the skin. Two of our 
patients did not shave, and so there was no 
trauma. We did sections in two cases. In one 
the granuloma seemed to be related to the hair 
follicles and in another to a sweat gland, and so 
the question of how the agent gained access into 
the dermis was not settled. 

The best treatment we have found in three of 
our four cases has been Dry Ice. Two or three 
treatments usually clear the lesions. 


Mycosis Fungoides Treated with Cathode Rays. 
Presented by Dr. BerNarD APPEL. 


A woman aged 45 first noted a generalized 
eruption, most profuse on the trunk, in 1941. It 
consisted of slightly infiltrated scaly erythematous 
blotches and was diagnosed as parapsoriasis. There 
were many varying intervals of short exacerba- 
tions and long remissions, the longest remission 
being from 1945 to 1947. She was seen in the 
Medical Outpatient Department of the Boston 
City Hospital for Raynaud’s phenomenon. At that 
time “dry, scaly, generalized skin lesions were 
noted on the lower part of the chest, abdomen 
and buttocks”; otherwise the examination was 
not significant. A diagnosis of parapsoriasis was 
made by the medical resident. 

When the patient was seen again, in 1954, the 
eruption was extensively distributed over the ex- 
tremities, trunk, breasts, and face, and it con- 
sisted of various-sized infiltrated and crusted 
lesions, light to dark red, definitely but not sharply 
demarcated, and varying from small flat pale 


lesions, about 1.0 cm. in diameter, to large plaques, 


4.0 cm. in diameter. The clinical diagnosis was 
not confirmed by biopsy. Inguinal and axillary 
lymph nodes were palpable. 

Involvement was progressive, and by 1955 there 
were also large lesions of the left eyelid and 
scattered lesions on the head. In May of that 
year a course of sterile mechlorethamine hydro- 
chloride was given orally (Code CB1348), 10 
mg. a day for 27 days, with some improvement. 
In September, three daily doses were given in- 
travenously, with temporary improvement. 

Beginning January, 1956, cathode-ray therapy 
was employed, the total body surface receiving 
600 rep at 1.5 mev. Since then various selected 
areas have received from 400 to 1200 rep. The 
last treatment was given Jan. 23, 1957. There 
has been an extraordinary response. The patient 
is now practically free of active lesions. There 
are some scattered superficial soft scars at sites 
of the areas previously most infiltrated. She has 
been maintained in her present status by oc- 
casional cathode-ray treatment to selected areas. 








Discussion 


Dr. L. P. Ereaux, Montreal: Drs. Appel and 
Fromer have conclusively demonstrated the bene- 
ficial results to be obtained in the treatment of 
mycosis fungoides by cathode-ray therapy. This 
newer technique achieves all that conventional x- 
ray therapy can accomplish, with additional thera- 
peutic values and fewer hazards to the patient. 

With our cases we have been loath to exhibit 
sterile mechlorethamine hydrochloride or triethyl- 
ene melamine because of the temporary remissions 
which result. However, some cases treated by 
these modalities have again responded to x-ray 
therapy where previously the response had ceased. 

In a chronic disease, such as mycosis fungoides, 
it is well to maintain patients with as conservative 
a type of treatment as possible and to withhold 
radical therapeutic measures until crises arise. We 
have found that conservative symptomatic treat- 
ment yields the best control and prolongs the life 
of the patient. 


Xeroderma Pigmentosum; Multiple Keratoses 
and Basal-Cell Epitheliomas; Multiple Malig- 
nant Melanomas. Presented by Drs. HERBERT 
MEscon and FRANCESCO W. RONCHESE. 


A woman aged 39 has had progressive xero- 
derma pigmentosum for 35 years. She was first 
seen in 1943, and a basal-cell epithelioma was 
removed from her face. Since that time many 
senile keratoses and basal-cell epitheliomas have 
been excised or fulgurated. She has had an in- 
creasing number of black lesions on her trunk, 
arms, and legs. In 1942 a soft subcutaneous 
tumor 12 by 5 by 7 cm. in size was removed from 
the lower part of her left leg and diagnosed as 
malignant melanoma. In the past 15 years at 
least five other black pigmented tumors have been 
removed by excision, each of which was diagnosed 
as malignant melanoma. Several others were 
fulgurated during the same period. In the past 
six months she has developed a partial paresis of 
the left side of the face and some paresthesia, 
as well as epileptiform seizures. A biopsy of the 
lesion of the brain revealed metastatic malignant 
melanoma. Deep x-ray therapy was administered 
to the brain. 

The patient has had no menses for the last 
12 years, and menstruation was irregular before 
that time. A sister has a mild form of xeroderma 
pigmentosum. 

The patient shows the typical changes of xero- 
derma pigmentosum. In addition, there are many 
hyperpigmented lesions, some of which are macu- 
lar, papular, and nodular. 

Most of the slides that have been circulated 
reveal a tumor high in the dermis. In some 
sections the overlying epidermis is ulcerated; in 
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others it is ulcerated in only a small portion. 
The tumor extends from what probably is the 
dermal-epidermal junction to the middermis. The 
tumor is composed of whorls, sheets, and islands 
of vesiculated nuclei, relatively large, with poorly 
defined cytoplasm. Mitotic figures, both typical and 
atypical, are moderately numerous. In almost every 
section, some foci of melanin-containing cells 
within the tumor can be seen. There is a dense 
lymphocytic infiltrate in many foci. Histologic 
opinions: malignant melanoma (Drs. Beerman, 
Helwig, Montgomery, Szymanski, Fitzpatrick, 
Mescon). Drs. L. H. Winer and Kersting con- 
sidered the possibility of an unusual squamous-cell 
carcinoma. 

The sections of basal-cell epithelioma were also 
reviewed and showed features typical of basal-cell 
epithelioma. 

The basal-cell epitheliomas have been treated 
by excision and radon implants, and the melanomas 
by excision and electrosurgery. 


Discussion 


Dr. THOMAS BUTTERWORTH, Reading, Pa.: 
Traditionally dermatologists have been interested 
in xeroderma pigmentosum to the extent of mak- 
ing a diagnosis, preventing undue exposure to 
light, and taking care of the tumors as _ they 
develop. Light has been avoided by the use of 
sun-tan preparations and some of the antimalarial 
drugs and by keeping the patients indoors. Re- 
cently we have shown greater interest in this 
disease, and there have been reports of improve- 
ment following the use of testosterone, gonado- 
tropin, hydrocortisone, and large doses of vitamin 
A. There may not appear to be much connection 
between these several preparations, but a little 
closer analysis will perhaps tie them together. 

When one administers a secondary hormone, 
such as testosterone or hydrocortisone, or a 
primary hormone, such as gonadotropin, there is 
a depressing effect on the pituitary. It is problem- 
atic whether we may not depress the pituitary to 
the extent of decreasing the amount of thyroid- 
stimulating hormone that the hypophysis makes. 
Again, large amounts of vitamin A are known 
to be antithyroid in effect. 

From a clinical point of view, we know that 
hypothyroid patients react less than normally to 
sunlight, both in regard to erythema and to the 
subsequent pigmentation. In other words, the sun 
tolerance of persons with hypothyroidism is very, 


_exposure. 
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very high. On the contrary, persons with hyper- 

thyroidism are frequently very sensitive to sunlight 

and will often blister after a few minutes of 

Then, too, it is well known that the 

person with hyperthyroidism is much more prone to 

form pigment than is the normal person. 

With this in mind, I think that these cases of 
xeroderma pigmentosum should be investigated 
from a thyroid point of view, with determinations 
of the basal metabolic rate, protein-bound iodine, 
cholesterol, etc. Then, whether the patient is 
hyperthyroid or normal, I think it would be well 
worth while to give him a course of propylthioura- 
cil. In making this suggestion I have the pre- 
cedent of the paper by Lynch and Krafchuk 
(Serum Lipids and Thyroid Activity in Lupus 
Erythematosus: Modification with. Propylthioura- 
cil, J. Invest. Dermat. 25:3-8 [July] 1955), who 
treated a number of cases of another light-sen- 
sitivity disease, subacute and chronic lupus 
erythematosus. They gave their patients 150 to 
300 mg. of propylthiouracil, and, in those cases 
in which they were able to elevate the blood 
cholesterol, they observed definite clinical im- 
provement. 

Porokeratosis of Mibelli. Presented by Dr. Rosert F, 
TILLey. 

Atopie Dermatitis. 
to Chronic Inflammation. 
ToLtMaAN. 

A Case for Di i G 1 (Type? Tertiary 
Syphilis?). Presented by Dr. Herpert Mascon. 

A Case for Di is. G 1 (Type?). Presented by 
Dr. Leon BaBALian. 

A Case for Diagnosis (Lupus Vulgaris? Foreign-Body 
Granul ? s id?). Presented by Dr. Harvey B. 
ANSELL. 

Tuberculoid Leprosy. Presented by Drs. 
and (by invitation) JosepH M. Forey, 
Leiomyoma Cutis. Presented by Dr. Paut J. CaTINELLA 

and (by invitation) Dr. Sasino SINEst1. 


Lymphedema of Eyelids Secondary 
Presented by Dr. Maurice 











Davip Foray 


Lupus Erythematosus, Systemic, with Renal Involvement 
of the Nephrotic Type. Rh id Complex: Heart, 
Joints, Kidneys, with Transient Toxic Erythema. Pre- 
sented by Dr. Francis M. THurMan. 





Hyperglobulinemia Purpura of Waldenstrom. Presented 
by Dr. Puirip L. McCarthy. 
Pityriasis ~Lichenoides et Varioliformis (Hemorrhagic 


Type). Presented by Dr. Mavuray Jort Tye. 
Congenital Palmar and Plantar Hyperkeratosis, with 
S dary Fungous Infection, Treated by Plastic Repair. 
Presented by Dr. Josep GoopMman. 
Primary Anetoderma. Presented by Dr. JosEpH GoopMAN. 
Generalized Lichen Planus. Presented by Dr. Rosgert F. 
TILLEy. 
Lupus Vulgaris. Presented by Dr. Rosert F. Tiitey. 
Lupus Vulgaris. Presented by Dr. Ropert F. Tirey. 
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Frances Pascher, M.D., President 

Henry Silver, M.D., Secretary 

April 18, 1957 


Diagnosis: Lichen Planus Disseminatus (Fol- 
low-Up). Presented by Dr. ABRAHAM J. Or- 
russ and (by invitation) Dr. R. CAsseELt. 

A 41-year-old man is presented from the Man- 
hattan Veterans’ Administration Hospital with an 
eruption of 13 years’ duration. The condition 
started while the patient was in military service 
in England and during hospitalization for duodenal 
ulcer. It is said to have begun as “flaky patches” 
on the chest, with eventual spread over the entire 
body. 

At present the skin shows reticular areas of 
hyperpigmentation and depigmentation. The hair 
is gone on the brows, and the scalp shows discrete 
areas of alopecia, with some atrophy of the skin. 
The trunk and extremities are covered with small, 
discrete and confluent, oval: and irregular papulo- 
squamous lesions that are in places linearly ar- 
ranged and are in some places burgundy in color. 
Excoriations and lichenification are seen. The 
palms, soles, and mucous membranes are not in- 
volved. 

There are small movable lymph nodes in the 
left axilla and in both inguinal regions. 

Routine and special laboratory examinations 
have given normal or negative findings except 
for biopsy specimens which in 1949 and 1950 
were read as “not lichen planus” but in 1957, as 
“lichen: planus.” 

Over the years the patient has been treated 
with corticotropin (ACTH), cortisone, potassium 
arsenite solution (Fowler’s solution), sulfonamides, 
bismuth, radiotherapy, tars, and Vioform. Lately 
there has been marked symptomatic improvement 
coincident with penicillin and Achromycin therapy. 


Discussion 


Dr. Heten O. CurtH: This man had a malig- 
nant tumor on the abdomen. Do the presenters 
consider lichen planus a precursor of the malignant 
tumor or do they believe that the prolonged doses 
of arsenic may have played a role in the causation 
of the tumor? 

Dr. Samuet B. Frank: The clinical picture 
that this patient presents is somewhat reminiscent 
of the atypical lichen planus that was seen during 
the war associated with Atabrine. I wonder if this 
is an unusual drug eruption. 

Dr. JoHN Garp: The patient states that he is 
considerably better. It is my impression that 
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administration of penicillin in this resistant case 
of lichen planus was good therapy. Good results 
have been rported in Stockholm by Hard and 
Holmberg (Acta dermat. venereol. 34:72-81, 1954). 
Seventy-nine patients with lichen planus were 
treated from 1948 to 1952 with daily injections 
of 600,000 international units of penicillin in depot 
form to a total dosage varying from 4,000,000 
to 20,000,000. Fifty-nine (74.7%) were completely 
healed, the majority during a period of one to two 
months after treatment. Of the remaining 20 
patients, 15 showed a moderate-to-pronounced ef- 
fect, while in 5 there was no appreciable effect 
noticed. 

In 1948, I treated an acute case of universal 
lichen planus in a man aged 47. This patient was 
unable to walk with ease because of the involve- 
ment of the soles. He was considerably improved 
after three to four weeks of treatment with 300,000 
to 600,000 units of penicillin administered every 
other day. 

Dr. Vicror H. Witten: There has recently 
been a report (Arch. argent. dermat. 5:321, 1950) 
on the prompt effectiveness of Butazolidin in the 
management of chronic lichen planus. If this 
form of treatment is successful, then, of course, 
one must weigh the possible adverse, sometimes 
serious, side-effects from Butazolidin compared 
with the undesirable features of lichen planus. 
As yet lichen planus presents a therapeutic prob- 
lem. Is it a comfort that lichen planus runs a 
self-limited course of a year, more or less? 

Dr. ABRAHAM J. Orruss: This patient was 
originally presented. before this society on Nov. 
16, 1950. At that time he was presented as a 
case for diagnosis, with the possibility of para- 
psoriasis being the correct diagnosis. In 1949 the 
diagnosis. of lichen planus was suspected but could 
not then be verified with repeated biopsies. The 
new developments in this case are as follows: 
1. The lesions assumed a more typical appearance 
of lichen planus, with verification of this diagnosis 
on biopsy. 2. Evidence of arsenical sequelae ap- 
peared on the chest, back, trunk, and extremities, 
manifested by dryness, flaking, rain-drop pigmen- 
tation, keratotic formation, and, in one area on 
the right anterior hip region, the development of 
Bowen’s disease. This lesion was excised in toto. 
3. Large and small areas of alopecia developed, 
involving the scalp and the eyebrows. My opinion 
is that this is related to the lichen planus. 4. 
There has been a relative lack of response to all 
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modalities of treatment to date. The patient in- 
sists that he is relieved after penicillin therapy, 
but, objectively, improvement cannot be told, 

In response to the discussion, I should like to 
make the following cumments. 

1. I should hesitate to treat this man with 
Butazolidin at this time in view of the presence 
of arsenical toxicity. In all likelihood liver damage 
already exists, and I should hesitate to tax it 
further by Butazolidin therapy. 

2. I questioned this patient repeatedly about the 
possibility of Atabrine therapy prior to the de- 
velopment of this dermatosis. He _ specifically 
denied such therapy, and so I cannot put this into 
the category of the lichen planus-like Atabrine 
eruptions which were seen after the war. 

3. I should relate the latter development of the 
dermatosis to the effect of arsenic, rather than 
the original dermatosis as an effect of the malig- 
nancy that developed. 


Diagnosis: Congenital Agammaglobulinemia in 
Brothers: Presented by Dr. ALEXANDER A. 
FISHER. 

A 6-year-old boy was first presented before this 
society on Oct. 21, 1954, with a diagnosis of “An 
Unusual Case of Molloscum Contagiosum” and 
again on March 15, 1956, with a diagnosis of 
“Unusual Pyoderma or Reticulogranuloma.” His 
complete history is as follows. 

At birth he had severe “cradle cap.” At 3 
months of age he began to have an oozing eczema 
of the cheeks and head which rapidly became 
generalized. During the first year of life he had 
several attacks of asthma. The eczema continued 
to be very severe. On numerous occasions the 
lesions became impetiginized, and many furuncles 
developed. Many greatly enlarged lymph nodes 
appeared in the cervical, inguinal, and axillary 
regions. In spite of steroid and antibiotic therapy 
the eczema’ proved intractable and persisted for 
three years, until May, 1954, when a generalized 
erythroderma appeared. The erythroderma per- 
sisted for a few weeks and then rapidly was 
replaced by a papulopustular reaction. About 400 
discrete infiltrated papules appeared, with soft, 
grayish-white centers. 

The original histologic diagnosis of one of the 
papulopustules removed from the forearm on 
Oct. 11, 1954, was chronic inflammatory reaction. 
The exudate was composed of mature histiocytes 
and lymphocytes. There were scattered polymor- 
phonuclear leukocytes. Eosinophils and/or foam 


cells were not present. The findings here were 
nonspeciic and did not confirm a diagnosis of 
histiocytosis or molloscum contagiosum. 

On Nov. 18, 1954, another lesion was excised. 
The microscopic description of the lesion was as 
follows. The epidermis on the sides shows acan- 
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thosis, and the center is relatively thin-as a result 
of a massive cellular infiltrate that occupies the 
upper one-half of the cutis and is composed of 
_ small round cells, polymorphonuclear leukocytes, 
some eosinophils, and histiocytes. Associated with 
the infiltrate is considerable edema and an in- 
creased number of vessels. There is no evidence 
of molluscum contagiosum, and the slides suggest 
something in the reticulum granuloma group. 

Another interpretation of this section was as 
follows. There is a dermal infiltration of acute 
and chronic inflammatory cells. In the subepi- 
dermal cutis there is a collection of cocci. The 
latter finding is significant and suggests a bac- 
terial etiology, possibly embolic in type. I do not 
feel that the picture substantiates a diagnosis of 
reticuloendotheliosis or “reticulogranuloma.” 

Over a period of three months the papulo- 
pustules gradually disappeared. 

In November, 1955, and again in January, 1956, 
the patient developed pneumonia. His fingers be- 
came clubbed, and a diagnosis of bronchiectasis 
was made. 

The history of chronic skin infections and 
pulmonary involvement with bronchiectasis sug- 
gested the diagnosis of agammaglobulinemia. The 
patient was referred to Mount Sinai Hospital on 
Nov. 6, 1955, with a suggested diagnosis of 
agammaglobulinemia. At the same time a younger 
brother, aged 2, was also admitted to Mount Sinai 
Hospital because of repeated superficial skin in- 
fections and arthralgia of the knees. This patient 
also had had a papular pustular eruption which 
somewhat resembled that of his older brother. 
Both brothers were reported to have “y-globulin 
disappearance from their serums.* They were 
treated with injections of y-globulin and antibiotics, 
They are still receiving y-globulin injections 
every six weeks and taking an erythromycin 
preparation by mouth four times a day. 

For the past six months neither brother has had 
any fever or any type of infection. The clubbing 
of the fingers of the older boy has disappeared. 
This is the first extended period in their lives 
when they have been free of infections. 


Discussion 


Dr. Jutius Pottockx: I should like to add to 
this striking presentation of Dr. Fisher a case 
history of a 10-year-old boy who was seen by 
me and by others recently. This patient first de- 
veloped lesions on the lower extremities that 
resembled the molluscum contagiosum-like lesions 
seen by Dr. Fisher in his case, and he later 
developed an intractable pyoderma of the scalp. 
In this case, too, hypogammaglobulinemia was re- 
vealed by electrophoretic and chemical assay. This 
patient responded poorly to anti-infective measures 
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but responded well to “immune polio” serum. He 
is now well with a maintenance dose. Interest- 
ingly enough my patient, too, has a brother who 
had a suggestively similar condition in the past. 
Dr. Fisher deserves great credit for pursuing his 
case and so effectively demonstrating to all of us 
this new mechanism of a hitherto baffling cutane- 
ous effect. : 

Dr. HELEN O. CurtH: Since agammaglobulin- 
emia has become known I have considered the 
possibility that sudden deaths in infants may be 
due to hypo- or agammaglobulinemia. The other 
day I found this idea confirmed (Spain, D. M.; 
Bradess, V. A., and Greenblatt, [. J.: Possible 
Factor in Sudden and Unexpected Deaths During 
Infancy, J. A. M. A. 156:246-247 [Sept. 18] 1954). 
In infants who had died suddenly and unexpect- 
edly, postmortem serum y-globulin determinations 
were found to be exceptionally low. Control 
examinations in infants who had died from as- 
phyxiation showed normal y-globulin levels. Be- 
sides, the infants with low y-globulin levels had 
foci of inflammation, particularly in the upper and 
lower respiratory tract. The age distribution re- 
veals a peak incidence between 2 and 3 months 
and may be explained by the fact that during the 
first few months of life the infant is still pro- 
tected by the antibodies received from its mother. 
The serum y-globulin level reaches a low level 
at 2 and 3 months of age. The age between 2 
and 3 months is, therefore, a critical period with 
regard to an infant’s capacity to form antibodies 
and develop immune mechanisms. 


Dr. Victor H. Witten: The results in these 
cases are indeed fascinating. The fact that the 
dose of y-globulin given every six weeks is suf- 
ficient to suppress the eruption demonstrates that 
y-globulin is indeed a potent preparation. The 10 
cc. that is given is diluted in at least 5000 cc. of 
circulating blood. This dilution comes to 1 in 500 
and does not include the additional dilution re- 
sulting from diffusion into the tissue spaces. 


Diagnosis: Monilethrix in Twins. Presented by 
Dr. ABRAHAM J. ORFUSS. 


Twin girls, now 7 years old, had no more than 
“fuzz” on their scalps from birth to the age of 
3. In the past four years the hairs have grown 
somewhat but have broken off periodically. The 
father is said to have had a similar condition for 
the first five years of his life, and an aunt, to the 
age of 15. 

To clinical examination the hairs of the scalp 
appear thin, fragile, dry, and “broken” in placcs. 
Wood’s light and mycologic examinations are 
negative. Under high magnification hairs show 


typical beading of monilethrix. 





Discussion 


Dr. NATHAN SoseL: Both twins showed numer- 
ous hyperkeratotic follicles on the backs of their 
necks adjacent to the hair. This finding is frequent 
in this condition and helps to make the clinical 
diagnosis. : 

Dr. Heren O. CurtH: I also want to point 
to the follicular keratosis and to the fact that in 
some families some members may have only 
this sign of the affection. Affected persons usually 
have dark hair, such as is seen in these patients. 
The disorder has been reported in twins before. 
The twins shown tonight are fraternal, not iden- 
tical. The disorder has been observed in regular 
and irregular dominance. In this family it ap- 
parently occurs in regular dominance. 


Dr. ABRAHAM J. OrFuss: These two little girls 
are presented again to show the further progress 
of this condition. The original presentation was 
in 1954, at the age of 4. As you noticed, one of 
the twins has had a marked improvement in that 
the hair is thicker and less fragile and fewer areas 
of alopecia are present. The other child has not 
shown equal progress. She continues to have areas 
of alopecia, broken hairs, and thinning. If these 
children develop in the manner in which the father 
and an aunt developed when they were similarly 
affected, then this condition should subside by 
puberty. 

In reply to some suggestions, I would hesitate 
very much to use x-ray epilation in an attempt to 
cure this condition. To begin with, the hair is 
fragile enough as it is, and, furthermore, the 
prognosis is not necessarily bad for the return of 
normal hair in due course of time, without active 
therapy. 


Diagnosis: Osteoporosis with Compression 
Fractures of the Spine Following Steroid 
Therapy for Long-Standing Seborrheic Der- 
matitis and/or Psoriasis. Presented by Dkr. 
ALEXANDER A, FISHER. 


A 68-year-old man has had his eruption for 48 
years. He has had x-ray therapy, injections of 
liver extract, autohemotherapy, Arning’s tincture, 
Dalibour solution, all the antibiotics, methylrosani- 
line chloride (gentian violet), carbol-fuchsin solu- 
tion and probably all the usual and exotic 
antiseborrheic and antipsoriatic nostrums and 
remedies. 


In 1952 he began to take cortisone acetate. The 
dose would vary from 2 to 6 tablets (50 to 150 
mg.) a day. When Meticorten became available, 
he took from 2 to 6 (10 to 30 mg.) of these tablets 
daily. He estimates that he took about 500 corti- 
sone tablets and 700 Meticorten tablets. While he 
was taking steroid therapy the eruption was almost 
completely controlled. 
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In August, 1956, he began to have “lumbago.” 
This persisted until October, 1956, when roentgen- 
ray examination revealed osteoporosis and com- 


pression fractures of the spine. He stopped taking 


cortisone when this diagnosis was made. The 
eruption, which had been well controlled by 
sterord therapy, promptly recurred when he stopped 
it. 

At present there is a dry scaly fissured eruption 
on both palms and soles. There is also moderate 
scaling and crusting of the scalp, ears, and sides 
of the face. The nails are thickened and show 
ridging, but no pitting. The patient is now wearing 
a brace, and the pain in the back has subsided. 


Discusson 


Dr. FRANCES PASCHER: It is well established 
that the administration of androgenic hormones 
is essential for the proper management of patients 
over 40 to 50 years of age when corticosteroids 
or corticotropin therapy is used over a prolonged 
period, i. e., for a period of approximately one 
month or longer. Androgens should be given in 
an attempt to counteract the catabolic effect of 
the corticosteroids on bone metabolism with the 
consequential osteoporosis. A supplement of andro- 
gens is as essential to the proper management of 
long-term corticosteroid therapy as is the admin- 
istration af antacids and potassium salts. The 
forthcoming second edition of the Dermatologic 
Formulary of the New York Skin and Cancer 
Hospital includes this directive, among others, for 
the “Management of Long-Term Corticotropin 
and/or Corticosteroid Therapy.” Methyltestosterone 
tablets (buccal, 10 mg.) may be prescribed, or 
testosterone propionate may be administered intra- 
muscularly, the dosage varying with the amount of 
corticosteroids. 

Dr. ALEXANDER A. FisHER: To try to avoid 
such a complication, I recently maintained a female 
patient who had pemphigus with testosterone in 
conjunction with steroids. Although her basal 
metabolic rate was normal she lost a great deal 
of hair from her scalp. It is possible that the use 
of testosterone may have contributed to her 
alopecia. i 


Diagnosis: Psoriasiform Secondary Syphilis in 
a Penicillin-Sensitive Patient. Presented by 
Dr. ConRAD STRITZLER. 


A 45-year-old man is presented with a psoriasi- 
form eruption on the trunk and extremities of 
two months’ duration. The lesions are papular, 
round to oval shaped, and infiltrated. Smaller 
papules are present on the posterior aspect of 
the scrotum and on both soles. There is a history 
of a severe reaction to penicillin which required 
four weeks of hospitalization about a year ago. 


476 


A, M. A. ARCHIVES OF DERMATOLOGY 


Laboratory studies consisted of dark-field ex- 
amination of the lesions on the trunk, which showed 
characteristic treponemata, and serologic tests, 


_which were positive for syphilis. 


Treatment was begun with Aureomycin in a 
dose of 0.5 gm. every four hours (2 gm. daily), 
but the positive dark-field finding persisted. Daily 
intramuscular injection of 200 mg. of tetracycline 
was added to the treatment, and, after the third 
injection, the dark-field examination became nega- 
tive. By now the patient has had 30 gm. of Aureo- 
mycin orally and 1.5 gm. intramuscularly (in the 
form of 15 daily injections of 200 mg. each). 


And now, what? 


Discussion 


Dr. ABRAHAM J. OrFuss: My impression is that 
the amount of tetracycline which was administered 
to this patient is inadequate. I should suggest giv- 
ing the patient a total dose of 50 gm. of tetra- 
cycline in the form of 2 gm. per day for 25 days. 

Dr. Juttus Pottock: From my experience with 
these cases at the Department of Health I have 
found this type of therapeutic problem to be 
troublesome, and, accordingly, I make the following 
suggestions which have been helpful to me in the 
management of such cases. First, I do not think 
that patients can tolerate 4 gm. of tetracycline a 
day but that they tolerate 2 gm. a day over a 
period of 30 days rather than 4 gm. over a period 
of 7 to 10 days. Especially in this type of case, 
it is better to prolong the treatment, unlike what 
is done in cases of primary seronegative syphilis, 
where “blitz-therapy” is better. Tetracycline is 
better tolerated than is Aureomycin. The drug 
should be given on a full stomach and should be 
supplemented with high dosages of B complex, 
buttermilk, and crude liver injection (2 cc. twice 
a week). Other things to keep in mind about 
tetracycline therapy for syphilis are the following. 
Tissue retention of antibiotic rather than blood 
level is what is important for spirocheticidal effect. 
It is, therefore, not necessary to administer tetra- 
cycline to the point of gastrointestinal irritation. 
Dark-field and serologic reversal are always slower 
with tetracycline than with penicillin, and, there- 
fore, patience in obtaining these effects will be 
rewarded, Finally, one can never be sure that a 
patient takes medication by mouth regularly. 
Therefore, give it longer! 


Dr. NATHAN Soset: Patients with syphilis seen. 


in the New York City Department of Health 
venereal disease clinics are not treated with peni- 
cillin if they have a history of previous sensitivity 
to penicillin, no matter how minor, or if during 
a course of treatment any evidence of: sensitivity 
develops. In addition patients having a history of 
atopy, e. g., hay fever, asthma, eczema, or urticaria, 
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are not given penicillin. We hope to avoid ana- 
phylactoid reactions to penicillin by this precaution. 
No reliance is placed on the concomitant use of 
an antihistaminic. Instead of penicillin we pre- 
scribe one of the broad-spectrum antibiotics, e. g., 
Terramycin. These have been found to be almost 
as effective as penicillin when given orally in 
divided daily doses of 4 gm. For patients. with 
early syphilis this amount is given for 7 days; 
for those with latent or late syphilis, for 15 days, 
and for those with neurosyphilis, up to 30 days. 
When broad-spectrum antibiotics are used for 
intramuscular injections, only 10% of the above 
daily dose is required, i. e., 400 mg. The courses 
of injections are similar to the courses of oral 
medication. However, such injections often cause 
severe pain. 

Dr. Stritzler’s patient has had daily injections 
of 200 mg. tetracycline and 2 gm. of the drug 
orally. This is equivalent to a daily oral use of 
4 gm. of tetracycline. Since the patient has been 
taking this for 15 days, he may be considered as 
having had adequate treatment for secondary 
syphilis. 

Dr. WILLIAM CurtH: In such a case I would 
suggest return to the old-fashioned treatment with 
Mapharsen and bismuth. 


A Case for Diagnosis: Acanthosis Nigricans? Presented by 
Dr. Apranuam J. Orruss. 


Di a sae hei. 
6 Ste? 


Tongue. Presented by Dr. HELEN 





O, Curtu. 

Case for Diagnosis: Discoid Lupus Erythematosus; 
R 3; D itis Due to Sunlight? Presented by Dr. 
Heren O. Currtu. 

Case for Diagnosis: Seborrheic Dermatitis, Follicular Type? 
Presented by Dr. Heren O. Curt. 

Diagnosis: Chronic Disecoid Lupus Erythematosus.  Pre- 
sented by Dr. Irvinc D. EHRENFELD. 





Diagnosis: Pustular Bacterid Treated with Soaks of 
Tobacco-Leaf Infusion. Presented by Dr. ALEXANDER 
A. FIsHEr. 


Di tis Cc. tenl 


2 Ichthyosiform Erythroderma. 
Presented by Dr. Joun Gars. 

Diagnosis: Morphea-like Basal-Cell Epithelioma. 
by Dr. Frances PascHer. 

Diagnosis: Acrodermatitis Chronica Atrophieans. Presented 
by Dr. Ernest M. Rosensaum. 

Diagnosis: Necrobiosis Lipoidica R bling Gr I 
Annulare. Presented by Dr. Maurice UMANsKy. 

Diagnosis: Sears on Upper Extremities Following Chemo- 
therapy for Freckles; Treatment with Sandpaper and 
Wire Brush Surgery. Presented by Dr. Conrap 
STRITZLER. 

Diagnosis: 1. Chronie Discoid Lupus Erythematosus; 2. 
Congenital Syphilis; 3. Pernicious Anemia. Presented by 
Dr. Epwarp H. Manpet and Dr. Irwin I. Luzowe. 

Case for Diagnosis: Linear Nevus; Reticuloendothelial 
Proliferation? Presented by Dr. Hans H. Biperste1n 
and Dr. S. Friep (by invitation). 

Case for Diagnosis: Pityriasis Lichenoides et Varioliformis 
Acuta (Habermann)? Presented by Dr. Harry B. 
FEILER. 

Case for Diagnosis: Acromegaly with Scleroderma-like 
Changes in the Skin. Presented by Dr. Samuer B. 
Frank and Dr. Stantey Katz (by invitation). 





Presented 
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Porokeratosis (Mibelli). 
HAROLD PRICE. 


Presented by Dr. 


This 10-year-old boy developed a few asympto- 
matic lesions on the left arm and the neck during 
the past year. The lesions appear to be slowly 
enlarging. 

The previous history is noncontributory. 

On the extensor surface of the left arm there 
is a nickle-sized plaque, consisting of a depressed 
flat center surrounded by an arciform elevated 
erythematous border which has a hyperkeratotic 
summit. When the hyperkeratotic material is re- 
moved, there can be seen a fine slender furrow 
tunning along the surface of the dike-like border. 
On either side of the neck are a few early small 
lesions, consisting of hyperkeratotic dome-like 
papules which already show some central involution. 
One lesion on the left forearm has a linear con- 
figuration. 

Microscopic examination reveals considerable 
lamellar hyperkeratosis and acanthosis, with 


Submitted for publication Aug. 14, 1957. 


follicular dilatation. and hyperkeratotic plugging. 
In a few areas there are deep indentations of the 
epidermis which are filled with hyperkeratotic 
material, parakeratotic cells, and some deeply 
stained granular masses. The base of the indented 
epidermis shows a thinned stratum granulosum, 
whereas along the walls it is well developed. In 
the upper corium there is a diffuse moderate in- 
filtrate, which is more prominent beneath the 
coronoid lamella. There appears to be no involve- 
ment of the sweat ducts. Diagnosis: porokeratosis 
(Mibelli). 


Discussion 


Dr. Max Popper: I think that the case is fairly 
representative for the entity porokeratosis. The 
diagnosis rests on the recognition of single lesions 
and the fully developed porokeratotic plaque. The 
primary lesion is a minute conic dusky-brown 
keratotic elevation, not more than 1 mm. in diam- 
eter, arising from noninflammatory normal skin. 
This primary lesion develops a comedo-like kera- 
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totic central plug, which is a characteristic feature 
of this disease. This plug frequently falls out— 
either spontaneously or by rubbing—leaving a 
minute central indentation. The papule looks like 
a minute volcano then. In the presented case, this 
type of papule can be seen in the central atrophic 
area of a porokeratotic plaque. Such a plaque 
develops by centrifugal circular extension of hyper- 
keratotic papules with formation of plugging. By 
fusion of these papules the characteristic hyper- 
keratotic wall of the plaque is formed. The fully 
developed lesion of porokeratosis exhibits a central 
atrophic area surrounded by an uninterrupted, more 
or less circular, hyperkeratotic; wall. The peculiar 
formation of this wall represents the characteristic 
and diagnostic feature of porokeratosis. This 
hyperkeratotic wall exhibits a fine furrow, or 
sulcus, on its summit which looks as if it were 
drawn with the point of a fine pen. This sulcus 
contains a thin lamella which slightly overtops the 
keratotic wall. Mibelli has named this lamella 
“coronoid” because of its atypical and incomplete 
keratinization. 

This coronoid lamella is also the peculiar and 
characteristic feature of the histological section. 
Frequently it is composed of parakeratotic eleidin- 
containing basophilic layers, which often are ar- 
ranged rectangularly to the surface of the skin. 
Pavlov feels that this coronoid lamella represents 
actually a hyperplasia of the stratum lucidum and 
agrees with the term coined by Matinotti, “hyper- 
eleidosis excentrica atrophicans” (Pavlov, P.: Zur 
Frage der path. anat. Veranderungen bei der 
Porokeratosis Mibelli, Zentralbl. Haut- u. Ge- 
schlechtskr. 22 :852, 1926). By the use of osmium 
stain, it can be shown that the lower part of this 
lamella exhibits the tinctural features of a hyper- 
trophic stratum lucidum, normally demonstrable 
only in the skin of the palms and soles. The lower 
layer containing glycogen and the upper layer 
containing fat and lipoids takes the dark osmium 
stain, while the middle layer between these two, 
containing eleidin, does not. Above these three 
layers there is the parakeratotic part of this struc- 
ture. 


Later investigations did not confirm the original 
contention of Mibelli that the lesions of poro- 
keratosis are always connected with sweat pores. 
This view is also supported by the occurrence of 
mucous membrane lesions, which frequently occur 
on the lateral surface and undersurface of the 
tongue. The lesions are whitish-opaque, round or 
oval in shape. The normally shiny surface is dull, 
and the plaque is surrounded by a margin which 
looks like a tiny white thread of silk. 

Many authors feel that porokeratosis has to be 
classified among the nevoid keratodermas. This 
opinion is supported by the familial incidence of 
this disease and the occurrence of solitary lesions 
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which show the distribution of epithelial nevi, such 
as linear nevi or nevi unius lateris. Porokeratosis 
is inherited as a regular dominant trait (Cockayne, 
1933). 

Another interesting feature of the disease is the 
occurrence of the isomorphic effect, or Koebner’s 
phenomenon. Wende’s early inoculation of pulver- 
ized material of porokeratotic lesions in 30 patients 
—in order to investigate the infective nature of this 
disease—gave a positive result in one person who 
was afflicted with porokeratosis. This result was 
later interpreted as an example of Koebner’s 
phenomenon (Wende, G. W.: Porokeratosis, J. 
Cutan, Dis. 16:55, 1889). In a recent experiment 
Savage and Lederer were able to elicit typical 
lesions of porokeratosis which appeared one month 
after the forearm of a patient with extensive 
porokeratosis was scratched with the point of 
a scalpel (Savage, J., and Lederer, H.: Brit. J. 
Dermat. 63:187, 1951). 

There is no satisfactory treatment for this condi- 
tion. Recurrences occur regardless of therapy. 
Even surgical excision with a large margin of 
normal skin did not prevent development of new 
lesions adjacent to the scar (Schumacher, 1927), 
The surprisingly fast disappearance of typical poro- 
keratotic lesions—within a few weeks—by intake 
of thyroid extract, reported by Acton, could not 
be duplicated by. other investigators (Acton, H. 
W.: Porokeratosis: Its Causation and Treatment, 
Indian J. M. Res. 15:349, 1927). 

Dr. Leonarp E. Savitr: Several years ago, I 
treated a patient with porokeratosis of Mibelli, 
using 100,000 units of vitamin A in oil daily by 
mouth. The lesion cleared after three months. 

Dr. LAuRENCE J. UNDERWOOD: Morphologically 
the possibility of annular lichen planus may be 
considered here. The isomorphic lesion on the 
forearm also suggested it. 

Dr. Exrtor Work: In regard to the linear lesions 
on the forearm, his mother stated, and the patient 
corroborated, that a cat scratched him there. The 
other lesions were not scratches. There were also 
discrete follicular papules associated with the major 
lesion, and they were not keratotic in type. I would 
not make a diagnosis of porokeratosis on the basis 
of those papules alone. 

Dr. Epwarp L. Murpuy: I gave my patient 
vitamin A, 200,000 units daily, for about 18 months. 
There wasn’t the slightest change in the lesions. 


Pathergic Granulomatosis. Presented by Dr. J. 
Gorpon EricKson and Dr. CHESTER M. SIDELL. 


Discussion 


Dr. J. Gorpon Erickson: This patient has al- 
ready been seen at the Los Angeles County Hos- 
pital, approximately two or three weeks ago. This 
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is a very rare condition, and few cases have been 
reported. Most recently there has been an article 
by Dr. Sternberg from UCLA—this appears in the 
March ArcHiIves—in which he classified pathergic 
granulomatosis in two groups: (1) a localized 
necrotizing allergic granulomatous form; (2) the 
more generalized form, which has been known as 
Wegner’s pathergic granulomatosis. 

In the generalized form symptoms are usually 
referable to the upper respiratory tract and naso- 
pharynx, but lesions have been noted in the lung 
and in the nasopharynx, and, in certain cases, the 
kidneys have been involved, with symptoms of 
uremia. A few cases in the literature that I re- 
viewed reported lesions in the spleen, in the liver, 
and throughout the body. Most of the cases of 
pathergic granulomatosis are seen by otolaryngol- 
ogists. The presenting symptom is usually rhinitis 
or a focal symptom referable to the nasopharynx. 
There have been very few cases reported where 
there has been primary localization of the lesion 
on the skin. This form is classified primarily in 
the localized group. This patient presented an 
ulcerative lesion on the nose of approximately two 
or three weeks’ duration. It gradually enlarged. 
When the patient was first examined, a small ulcer- 
ative lesion was also noted on the left tongue. With 
the use of antibiotics, locally and- systemically, 
there was no change, and so we proceeded to per- 
form a biopsy of the lesion. The pathological 
specimen showed a nonspecific type of granu- 
lomatous reaction, with some increased vascularity, 
plasma cells, a few epithelioid cells, and quite a 
number of eosinophils. Other terms have been 
used—lethal granuloma and granuloma gangrene- 
scens. Most of these cases have progressed to a 
lethal termination, with progressive ulceration of 
the nose, the jaw, and the nasopharynx. Only in 
the last few years, since the advent of cortisone 
and steroids, have a few cases been arrested. 
We started administering to the patient, about 
three weeks ago, about 60 mg. daily of Meticorten. 
This man has shown rather gradual improve- 
ment after the first week of steroid therapy. 
The gangrenous ulcerative lesion has begun 
to heal, the inflammatory and _ edematous 
reaction around the border has cleared, and the 
tongue lesion is completely healed. We have 
débrided the area three times a week. It is felt 
that it is an allergic vasculitis primarily of the 
Arthus type, possibly a sensitivity reaction, with 
the necrotizing reaction resulting in an allergic 
manifestation from focal bacteria. . Laboratory 
cultures revealed only Staphylococcus pyogenes 
var. albus. It was of interest that when we took 
some of the specimen, ground it up, and injected it 
intraperitoneally into two guinea pigs they both 








died within 24 hours. A pathologist interpreted 
this as a possible toxic reaction, and we just don’t 
know the significance of it. 

This is classically one of the groups of midline 
granulomas, and I think that term actually in- 
cludes all the various necrotizing allergic granu- 
lomas. Midline granuloma was a term that was 
used primarily by the otolaryngologists—this lesion 
had its onset first in the mucous membrane and 
then developed ulceration superficially, although 
certain cases have been reported where the reverse 
has been true. 

Some dermatologists -refer to eosinophilic 
granuloma as another example of localized or 
pathergic granulomatosis. They feel that it is 
another specific type of localized granulomatosis 
with a much different prognosis. 

Loeffler’s syndrome has also been classified by 
some as an allergic granulomatosis, which may be 
part of one of the systemized forms that Wegner 
has described. 

We felt that because of the necrotizing slough 
a trial of Chymar was indicated. We haven't had 
too much success with Chymar in other inflam- 
matory lesions in the few cases in which we have 
used it. One of the patient’s relatives is a nurse, 
and she has been giving him 0.5 cc. daily at home 
during the past two weeks in addition to the large 
doses of steroids. We don’t know how much help 
it has been. Before the biopsy we attempted to 
use bacitracin. At a later date, Neosporin was 
tried. Both attempts at local antibiotics produced 
severe irritation and marked edema.  [lotycin, 
orally, showed no effect. The cultures showed a 
Staphylococcus pyogenes var. albus highly sensitive 
to penicillin, and we gave him penicillin orally. 

Dr. MARSHALL Brown: Approximately 10 years 
ago a case was presented from Letterman Army 
Hospital at one of the San Francisco dermato- 
logical meetings. This case somewhat resembled 
that of the patient presented tonight. At that time 
the term “pathergic granulomatosis” had not been 
coined, nor did we have steroid therapy. The 
patient had been thoroughly investigated by all 
laboratory procedures, and no causative organism 
had been discovered; however, the patient did re- 
spond somewhat to streptomycin and p-aminoben- 
zoic acid orally. 


Case for Diagnosis (Leprosy ?). 
L. Lyncn. 

Deodorant Axillary Granulomas. Presented by Dr. 
LavrENCcE J. UNpERwoop and Dr. Wa ter S. GREEN, 
for discussion and suggestions regarding therapy. 

Benign Pigmented Nevus, Left Cheek and Fyelid. Presented 
by Dr. Laurence J. UnpERwoop and Dr. Water S. 
GREEN. 

Sarcoidosis. 


Presented by Dr. JAMES 


Presented by Dr. Cuester Sipett and 


Dr. J. Gorpon Ericxson. 
Case for Diagnosis. 


Presented by Dr. Sipney J. Rose. 








SAN FRANCISCO DERMATOLOGICAL SOCIETY 
George T. Lenahan, M.D., President 
Ralph T. Behling, M.D., Secretary 
Sept. 20, 1957 


Case for Diagnosis: Dermatomyositis; Sclero- 
derma? Presented by Cot. RAayMonp M. WIL- 
yramMs (MC), U. S. Army, and Capr. GEORGE 
B. SxrpwortH (MC), U. S. Army (by invita- 
tion). 

A Negro woman aged 38, in the fifth month of 
pregnancy, has had vague muscle and joint pains 
for four years. There is wasting of the muscles 
of the upper extremities, tightness of the skin on 
the face and arms, and difficulty in swallowing. 
She was given a course of penicillin three years 
ago, when she was found to have a_ positive 
serologic test for syphilis. The section from a 
biceps muscle biopsy specimen is consistent with 
dermatomyositis. The 24-hour urine creatinine is 
646 mg. per 100 cc.; the blood creatinine is 795 
mg. per 100 cc.; total protein is 7.2 gm., with 
albumin 3.4 and globulin 3.8. 


Discussion 


Dr. Netson Paut ANDERSON (by invitation) : 
I believe that this belongs in the dermatomyositis 
group, although it could be sclerodermatomyositis. 
I can not see anything in the sections of the skin 
which would lead me to believe that it belongs in 
the lupus erythematosus or scleroderma group. 
It is not a good idea to give corticosteroids in 
the first trimester of pregnancy because of the 
possibility of development of anomalies in the 
fetus, especially cleft palate. You must also think 
of internal malignancy as a possibility in acute 
dermatomyositis, Occasionally patients with der- 
matomyositis show changes simulating poikilo- 
derma. This patient might benefit from treatment 
with typhoid vaccine, but it should not be given 
without consultation with an obstetrician. 


Dr. Joun Epstern: I think that this can well 
be considered a case of scleratodermatomyositis. 
In addition to the obvious muscle and skin changes 
of dermatomyositis there is evidence of sclero- 
derma, The patient has difficulty opening her 
mouth due to thickening of the facial skin. There 
might be some value in a transaminase study to 
determine the activity of the disease and amount 
of muscle damage. This patient has little difficulty 
in sitting up, indicating less loss of power in the 
girdle muscles than is usual. 


Received for publication Nov. 1, 1957. 
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Eosinophilic Granuloma. Presented by 
RaymMonp M. Wriiiams (MC), U. S. Army, 
and Capt. Grorce B. SxrpwortH (MC), U. S. 
Army (by invitation). 

A 3-year-old boy has a 10X41 cm. mass in 
the upper presternal region which appeared four 
months ago and has progressively increased in 
size. A diagnosis of eosinophilic granuloma had 
been made in July, 1956, from tissue obtained from 
a mastoidectomy and a supraclavicular node. The 
liver and spleen are palpable 1 fingerbreadth below 
the costal margin. A roentgenogram shows a soft 
tissue mass in the anterior chest wall, with bony 


destruction of the sternum and portions of the rib | 
cage. Eosinophilic granuloma is also found in the 


biopsy section from the presternal mass. He has 
been treated with 40 units of corticotropin 
(ACTH) daily for the past two weeks without 
change in the lesion. 


Eosinophilic Granuloma. Presented by Cor. Ray- 
mond M. Witt1ams (MC), U. S. Army, and 
Carr. GeorceE B. SxrewortH (MC), U. §S, 
Army (by invitation). 

A white boy aged 2 years was found to have 
eosinophilic granuloma of the left mastoid region 
on mastoidectomy in January, 1957. X-ray therapy 
was given postoperatively, A mass was noted in 
the lower anterior neck in July, 1957, and has in- 
creased in size. It measures 3X41 cm., and it 
is soft and erythematous. There is total left 
facial paralysis. 


Discussion on Two Preceding Cases 


Dr. E. M. Farper: There is some value in 
following Lichesenstein’s classification. He refers 
to this group as “histiocytosis X.” At this stage, 
we are not certain that this is eosinophilic granu- 
loma. The liver and spleen are enlarged. I think 
that the 3-year-old child would have a poor prog- 
nosis as compared with the 2-year-old child. 


Granulomatosis Disciformis Chronica Progres- 
siva. Presented by Dr. Ervin Epstein. 


A 40-year-old white woman fell over a child's” 


wagon eight years ago and injured her legs. Soon 
after this, an eruption appeared on her shins which 
has been progressive since. There is no history 
of diabetes mellitus except that one maternal cousin 
died of this disease. All laboratory findings, in- 
cluding several glucose tolerance tests, have been 
normal. On examination, she presents two bilateral 
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plaques of scaling, multiple tiny ulcerations, en- 
larged blood vessels in the lesions, erythema, and 
yellowish discoloration. In addition, there is a 
smaller plaque higher on the right leg which is 
not ulcerated but is smooth, shiny, and slightly 
purplish. 


Discussion 


Dr. Epwarp RrincGrosE: I agree with the diag- 
nosis, but ulceration is unusual. This disease must 
be closely related to necrobiosis lipoidica diabeti- 
corum. I have noted that there is some association 
with heavy smoking. Perhaps the vascular 
changes are similar to those in Buerger’s disease. 

Dr. GeorceE KutcHar: The connection between 
this disease and necrobiosis is questionable. I do 
not recall any mention of ulceration in the litera- 
ture on this disease, and I am surprised at the 
amount of ulceration in this case. 


Dr. Ervin Epstein: This patient was referred 
to me by a general practitioner, with the diagnosis 
of necrobiosis lipoidica diabeticorum. The only 
unusual feature was the marked atrophy in areas, 
suggesting acrodermatitis chronica atrophicans. 
There were yellowish indurated plaques, with in- 
terspersed areas of cigarette-paper atrophy, and 
underlying large blood vessels could be seen 
through the skin. The ulcerations déveloped after 
an elastoplast bandage was applied. The difference 
between necrobiosis lipoidica diabeticorum and 
granulomatosis disciformis chronica progressiva, 
both clinically and histologically, may be very 
subtle. I assume that the ulcerations are due to 
secondary infection and are not a characteristic 
feature of the process. 


A Case for Diagnosis. Presented by Dr. REES 
B. Rees and Dr. MicHAEL J. FrANzBLAU (by 
invitation). 

A white woman aged 29 has had soreness of 
the mouth since a tooth extraction in 1954 and 
has had skin lesions of the hands, arms, and thigh 
since January, 1955. There are painful erosions 
of the tongue and of the hard and soft palates. 
The skin involvement has progressed, especially on 
the right hand, with the development of a crusted 
malodorous lesion, a flexion contracture, and disuse 
atrophy of the right hand and forearm muscles. 
Findings on biopsy, in 1955, were interpreted as 
Suggesting hypertrophic lichen planus. She has 
been treated with corticotropin (ACTH), crude 
liver extract, meprobamate, mercury protiodide, 
chloroquine, isonicotinic acid hydrazide, and super- 
ficial x-ray. In March, 1956, marked improvement 
occurred when she had bronchopneumonia with 
high fever, but after this there was an exacerba- 
tion of the skin eruption, In March, 1957, when 
she was first seen at the University of California 
Medical Center, findings on another biopsy were 





interpreted as hypertrophic lichen planus. Plaquenil, 
Bistrimate, and prednisone then were tried un- 
successfully. 

The involvement of the upper extremities has 
been progressive. The right hand is painful and 
cannot be used. She has lost 35 Ib. because of 
loss of appetite and soreness of the mouth. She 
has compiained of migratory pains in the right 
shoulder, ankle, and knee in recent months. 

The skin lesions are on the upper extremities. 
They are hyperkeratotic and erythematous, with 
marked induration, especially over the palmar sur- 
face of the right hand. There is a raised progress- 
ing border. There is a large crusted lesion, 45 
cm., on the right forearm and areas of hypo- and 
hyperpigmentation on both arms. The buccal 
mucosa is diffusely ulcerated, and there are similar 
lesions on the sides of the tongue. Fissuring is 
seen at the angles of the mouth and nasal alae. 

Extensive laboratory studies, including urethral 
smears and cultures for gonococci, cultures for 
fungi, L. E. preparations, and a muscle biopsy, 
were not diagnostic. Radiograms show only osteo- 
porosis of the right hand related to disuse. 


Discussion 


Dr. Eucene FArser: This patient gives a his- 
tory of having had a severe diarrhea lasting for 
about one month preceding the appearance of the 
skin lesions. The character of the eruption sug- 
gests the possibility of acrodermatitis entero- 
pathica, especially with the history. I suggest that 
she be given a trial with Diodoquin. 

Cot. RaymMonp M. WriutaAmMs (MC), U. S. 
Army: I should like to propose the diagnosis of 
Reiter’s syndrome. It is not complete, but the 
clinical picture fits that disease better than any 
other. 

Dr. GeorGe KutcHar: I agree that it is either 
Reiter’s syndrome or keratoderma blennorrhagicum. 

Dr. Ervin Epstein: I would not consider this 
to be Reiter’s disease. To the best of my knowl- 
edge, this disease has never been reported in a 
woman. There is no arthritis. At the Oakland 
Veterans’ Administration Hospital we have had 
two similar patients with a condition that fits in 
the arthropathic psoriasis-Reiter’s disease-kerato- 
derma blennorrhagicum group but differs from all 
of them. This patient’s condition resembles these 
more than any of the established groupings. The 
eruption in these cases looks like acrodermatitis 
continua, but it is much more widespread. Lesions 
are seen on the scalp, lips, extremities, and trunk, 
and there is marked destruction of the nails, There 
is also arthritis, with deformity of the hands, but 
on X-ray examination there is only osteoporosis, 
such as presented by the patient discussed tonight. 
I do not know how to ciassify this case or the 
two at the Veterans’ Administration Hospital. 
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Dr. Rees B. Rees: I do not know what this 
patient Has, but we have considered hypertrophic 


lichen planus, psoriasis, keratoderma blennorrhagi- _ 


cum, and subacute lupus erythematosus. 


A Case for Diagnosis: Porokeratitis of Mibelli; 
Epithelial Nevus? Presented by Dr. THoMAS 
Sutuvan (by invitation) and Dr. Harotp M. 
SCHNEIDMAN. 

A 23-year-old boy has had a rash which started 
on the face at the age of 1 month. The lesions 
begin as red areas which enlarge and develop 
ridges with central depressions. 

The mother states that they fade in cold weather 
and become accentuated in hot weather. Some 
fade but do not regress. New areas gradually have 
appeared on the scalp, arms, and legs, but no new 
ones have been noted in the past year. 

The face, scalp, arms, hands, and legs show 
multiple circular and polycyclic plaques, with 
raised keratotic thin borders and flat scaly centers. 

Vitamin A orally and vitamin A and D ointment 
have been given, One area on the leg has been 
treated with liquid nitrogen. 


Discussion 


Dr. JoHN Frericus (by invitation): The sec- 
tion showed diffuse epidermal thickening, but I 
could not make a specific diagnosis microscopically. 

Dr. HERMAN ALLINGTON: Clinically this is a 
beautiful case of porokeratosis. I recently have 
had two cases which make me wonder if there 
could be some connection between this disease and 
chronic discoid lupus erythematosus. The slide 
shows a similar infiltrate and also follicular plug- 
ging. We do not know the etiology of either 
disease, but there may be some distant relationship 
between the two. 

Dr. Herpert JosepH: Dr. Allington’s observa- 
tion is most interesting. I now have a patient with 
facial and scalp lesions of chronic discoid lupus 
erythematosus in whom the sections show a classi- 
cal pattern of porokeratosis of Mibelli. One of 
the lesions had a ridged hyperkeratotic margin 
from which I took the tissue. She is responding to 
treatment with chloroquine. I have never seen 
either of these diseases in such a young person, nor 
have I ever seen such extensive lesions of 
porokeratosis, but perhaps a trial with antimalarial 
drugs would be helpful. 


Pathergic Granulomatosis. Presented by Dr. 
Roperick. D. Sace (by invitation) and Dkr. 
Eucene M. FaArser. 

In April, 1956, a 45-year-old woman noted 
nodules on both elbows. In May she developed 
small nodules of both lower legs which enlarged, 
became fluctuant, and ulcerated to drain necrotic, 
sanguinopurulent material. In late 1956 there was 
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a persistent nasal discharge, with crusting, and 
a nodular deformity, with flattening of the nose. 
There has been slight fever, easy fatigability, and 
a 20 lb. weight loss in the last six months. One 
year ago she had a severe upper respiratory infec- 
tion. She had nephritis 12 years ago. 

There is flattening and nodular enlargement of 
the nose, with granularity of both turbinates. On 
both elbows are red firm nodules. Deep necrotic 
and healing ulcers are present on the lower legs. 

Microscopic hematuria, 1-++ proteinuria, and 
granular casts are found on urinalysis, and there 
is decreased renal function on intravenous pyelog- 
raphy. X-ray films show a small coin lesion of 
the right lung apex. There is no bony destruction 
of the nose or sinuses. 

Tissue from a turbinate and two cutaneous 
nodules show vasculitis, collagen degeneration, and 
necrotizing granulomatosis. 


Discussion 


Dr. RopertcK D. SaGE (by invitation) : Klinger, 
in 1931, and Wegener, in 1936, described a wide- 
spread granulomatous disease involving many 
organs, mainly the respiratory tract, kidneys, and 
gastrointestinal tract. Three years ago, Fahey 
described seven cases, all ending fatally except 
one, which had been treated with corticosteroids 
Presumably, the entity known as midline lethal 
granuloma is a related disease. Fienberg recently 
described these manifestations under the name of 
pathergic granulomatosis, implicating thereby a 
totality of altered tissue reaction. 

A relationship te other connective tissue dis- 
eases, especially periarteritis nodosa, has been 
conjectured, but many features, especially the 
widespread necrotizing granulomatous reaction in 
the disorder seen here, put it in a different category, 

The prognosis, even with corticosteroids, is not 
good, and we have evidence in this patient of a 
progressing disease. 

Dr. Eucene M. Farper: Fienberg, in an edi- 
torial in The American Journal of Medicine, de- 
scribed this disease as pathergic granulomatosis. 
We had a patient three years ago who we all 
thought had leprosy. Dr. Fasal did not agree with 
this diagnosis. The man had ulcerated lesions 
on his cheek and in his mouth. He had paresthesias 
and was sick. Death occurred, and postmortem 
study revealed an abdominal mass, about the size 
of a man’s head, composed of necrotizing granu- 
lomas. This same process was found involving 
nerves, mucous membranes, and many other 
organs. 

Pseudopelade. Presented by Dr. Epwarp J. RinGROSE. 
Lichen Sclerosus et Atrophicus. Presented by Dr. 

WitiaM F. B. Harpinc. 

A Case for Diagnosis. Presented by Dr. Martin Ascu. 
Hutchinson’s Melanotic Freckle. Presented by Dr. Martin 
AscH. 


ide 
bio; 


stre 
and 


mg. 
was 
wer 
The 
sulf 
plat 





SE. 
Dr. 


CH. 
TIN 





SOCIETY TRANSACTIONS 


SAN FRANCISCO DERMATOLOGICAL SOCIETY 
Oct. 18, 1957 


Actinomycosis. Presented by Dr. EuGeNe M. 
FARBER, Dr. HArotp M. SCHNEIDMAN, and (by 
invitation) Dr. JaMEs B. PETERSON. 

A 23-year-old Mexican farm laborer first noted 
an eruption on the abdomen four months ago. His 
work consisted of loading trucks with wooden 
boxes of cabbages, and the boxes were fre- 
quently carried against the abdomen. Most of the 
time he worked without a shirt. Soon there was 
a 10 cm. plaque on the abdomen. 

The patient came to the United States in 1955 
for several months. He returned to Mexico, re- 
entered this country in 1956, and has been here 
since. 

There is an indurated mass in the skin of the 
left upper quadrant of the abdomen. Numerous 
papules and nodules are dispersed within the mass. 
The entire lesion is dry, and exudative material 
is expressed from the papules with difficulty. The 
remainder of the physical examination is negative, 
except for numerous carious teeth. 

The Hinton test was weakly positive, and the 
Wassermann and VDRL tests, negative. The 
tuberculin test was positive, and the coccidioidin 
and histoplasmin, negative. Roentgenologic studies 
of the chest and gastrointestinal tract were nega- 
tive. 

Numerous media were inoculated with material 
obtained from exudative papules, from swabbing 
the biopsy site, and by immersing the biopsy 
specimen in media. An aerobic member of the 
Actinomycetaceae family was isolated, and final 
identification has not been made. Sulfur granules 
were found in the expressed material and in the 
biopsy specimen. 

Past treatment consisted of penicillin and 
streptomycin injections and sulfonamides (Elkosin 
and Thiosulfil) for one month. He was given 
penicillin (2,000,000 units daily), tetracycline (250 
mg. q. i. d.), and Gantrisin (1 gm. q. i. d.). There 
was rapid regression at first, after the antibiotics 
were started, but a plateau was reached in 10 days. 
There has been further improvement with the 
sulfonamide. Surgical excision is being contem- 
plated. 


Discussion 


Dr. Paut Fasat: Clinically this is typical 
cutaneous actinomycosis, but I was not able to 
find a characteristic histological picture in the 
sections which I examined. Abscesses with many 
polymorphonuclear cells are usually found, and 
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the fungus is usually clearly seen. Here, there is a 
deep granuloma, but the diagnosis cannot be sub- 
stantiated. 

Dr. Harotp M. ScHNEMAN: We have had 
difficulty in isolating the organism in this case. 
Our culture studies disclosed an aerobic organism, 
of the Nocardia group. The patient received large 
doses of penicillin, streptomycin, and sulfonamide 
preparation in June, July, and August, 1957. De- 
spite these large doses, the organism was still 
demonstrable in our mycology studies in October, 
1957. This bears out the contention of various 
investigators that not only is the appropriate anti- 
biotic necessary, but extremely high doses are 
necessary for a long period of time to eradicate 
the organism. 

Dr. Epwarp J. Rrnerose: In order to obtain a 
positive culture from a lesion of actinomycosis it 
is essential to obtain a sulfur granule. 

Dr. JAMES B. Peterson (by invitation): It is 
important to make a differential diagnosis between 
actinomycosis and nocardiosis. Most cases of 
actinomycosis are caused by the anaerobic Actino- 
myces bovis. There are many species of aerobic 
nocardia, some of which have been found to con- 
taminate soil. Penicillin is the drug of choice for 
actinomycosis and sulfonamide for nocardiosis. 


Tinea Corporis and Capitis Due to Trichophyton 
Tonsurans. Presented by Dr. Fa-Cat DuNN 
(by invitation). 

A white housewife aged 44 was seen on May 
20, 1957, with an eruption on the face, scalp, 
upper extremities, back, and upper chest which 
had been present for seven months. There was 
mild itching. Fifty to sixty per cent improvement 
has followed treatment with topical hydrocortone 
administered topically and antifungal preparations 
and antihistamine administered orally. 

The eruption consists of maculopapular lesions 
which are erythematous, dry, and scaly. There is 
follicular plugging but no atrophy, scar, or hair 
loss. 

Repeated scrapings have contained hyphae, and 
many cultures have been positive for Trichophyton 
tonsurans. The histopathological changes are de- 
scribed as “pustular dermatitis with follicular 
plugging and hyperkeratosis.” 


Discussion 


Dr. Bernarp L, Ruopes: I saw this patient three 
weeks ago with a diagnosis of chronic disseminated 
lupus erythematosus. However, Dr. Dunn scraped 
the lesions and demonstrated hyphae. A culture 
grew out Trichophyton tonsurans. 
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Dr. MANUEL F. ALLENDE: This is a most sur- 
prising clinical picture, which I felt was chronic 
disseminated lupus erythematosus. Could the tinea 
infection be superimposed on the lupus, or is this 
primarily and solely a fungus infection? 

Dr. HELEN M. Roperts: When I first saw this 
patient I thought that the eruption was due to 
sunlight sensitivity. 

Dr. NorMAN EpstEIN: Some time ago Dr, Ed- 
ward A, Levin presented a case here which was 
lupus erythematosus both clinically and patho- 
logically, but it actually was a fungous infection 
which cleared with antifungal ointment. I believe 
that this can very well be a fungous infection. 


Dr. GrorGe LENAHAN: I have been finding many 
inflammatory eruptions with fungi as the etiology, 
and I considered this when I saw this patient. One 
of my cases had a diagnosis of Leiner’s disease. 
All are responding to therapy with fungicidal 
preparations. 

Dr. Fa-Cur Dunn (by invitation): In the 
biopsy specimen there is follicular plugging but no 
liquefaction degeneration of the basal-cell layer or 
other changes of lupus erythematosus. I found 
many positive scrapings, and many cultures. were 
positive for Trichophyton tonsurans. This patient 
has been treated with several antifungal agents 
and has improved slowly. The distribution and 
symmetry of the lesions suggest discoid lupus 
erythematosus. However, the histopathology 
(hyphae demonstrated on PAS) and repeatedly 
positive scrapings and cultures confirm the diag- 
nosis of T. tonsurans infection. 


Neurofibromatosis. Presented by Dr. HERMAN 
V. ALLINGTON. 


A white male student aged 22 years gives a 
history of having had two light-red pea-sized areas 
on the scalp at birth. These faded and disappeared 
after two months. At the age of 4 or 5 years, 
the left’ forehead became lightly pigmented and 
began to grow thick hair. Small papules appeared 
in this area at the age of 8 years. At 12 years, 
three of these papules were excised and reported 
as myxofibromas. 

Between the ages of 15 and 18 years, the left 
forehead became progressively thickened. The pa- 
tient began to have intermittent sharp pain, very 
severe for 2 or 3 seconds and lasting for 30 
minutes to 3 hours, limited to the areas of pig- 
mentation on the frontal scalp. There were three 
attacks of this in 1954 and 1955, and they have 
become more frequent since, one lasting two days. 
The attacks seem to be precipitated by exertion. 
There is also pain on pressure, such as when 
washing or wearing a hat, and swelling occurs on 
manipulation. 


There is no family history of similar trouble. 
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The lesion is a large flabby folded tumor cover- 
ing the upper left forehead with pseudoele- 
phantiasis. It is disfiguring. There are also 


‘hyperpigmentation and hair loss in the lesion. 


The physical examination is otherwise. negative: 


Discussion 


Dr. Frances A. Torrey: Plastic surgeons have 
been asked to excise the lesion a bit at a time, 
but there is always some doubt as to whether 
surgical intervention will cause malignant de- 
generation. I have always thought that if such 
tissue is malignant it is so already, rather than the 
treatment stimulating a neoplastic process. 

Dr. Joun B. Frericus (by invitation): There 
may be some possibility of stimulating a malignancy 
in cutting around a neurofibroma, but I am not 
aware of it. There is an appreciable risk of 
malignant change by leaving it alone, and, besides 
this, it is psychologically traumatic. 

Dr. MANUEL F. ALLENDE: I should ‘like to see 
the redundant skin removed in _ several - stages, 
with the nodular lesions on the temple taken out 
first, since these are the ones most liable to become 
malignant. 

Dr. HERMAN V. ALLINGTON: This patient mani- 
fests some symptoms which I did not realize 
occur. “1. He has had intermittent pain which at 
times has been quite a problem. 2. He has sebor- 
rheic dermatitis in the scalp, with crusting and 
folliculitis. It is difficult to control this because 
any manipulation, as in applying medication or in 
shampooing, causes additional swelling. This takes 
a long time to subside and apparently leads to 
increasing lymphatic stasis and pseudoelephantiasis. 


Hemangioma Involving the Eyelid. Presented 
by Dr. Epwarp J. RINGROSE. 


A white boy, now aged 42 days, was born two 
weeks prematurely with a birthmark involving the 
right forehead, scalp, and upper eyelid. The upper 
portion, especially on the eyelid and forehead, has 
become more prominent and thicker. During the 
first two weeks of life the infant was able to open 
the eye, but since the increase in size of the lesion 
he has been unable to do so except momentarily 
and with difficulty. : 


There is a reticulated pattern of blood vessels 
in the lesion, like the veins in a leaf. Most of the 
parietal scalp above the ear, the right forehead, 
right upper eyelid, and a portion of the right 
neck are involved. The border is essentially flat, 
even atrophic. There are scattered superficial red 
protuberances which fade on pressure. Thickening 
and a bright red color are seen in the portion on 
the forehead and eyelid which extends onto the 
conjunctival surface of the lid. The upper lid 
protrudes well beyond the uninvolved lower lid, 
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so that the lids can be opened with difficulty. No 
treatment has been given. 


Discussion 


Dr. JAMES H. BENNETT: I was struck by the 
telangiectasia over the eyelid. I do not know 
the significance of this in regard to growth of the 
lesion; but I feel that it should be watched for 
the present. Dr. Allende and I have followed a 
similar case for five years, and it has regres3°d 
fairly well. The only scars are where we treated 
it with carbon dioxide snow. 

Dr. Hersert L. JosepH: I recommend only ob- 
servation for spontaneous regression. Of course, 
any therapy will be given credit for improvement 
if improvement occurs, but often we are given 
credit for improvement which would have occurred 
naturally anyway. 

The possibility of Sturge-Weber syndrome 
should be considered, and the infant should be 
examined and followed for neurological changes. 

Dr. Grant Morrow: I agree that no treatment 
should be given except that the eye should be 
forced open daily and washed out with boric acid 
or saline solution. Without light the eye does not 
develop normally. An ophthalmologist should be 
consulted. 

Dr. Ropert WALTON: Premature babies often 
have hemangiomas about the face and eye, along 
with retrolental fibroplasia. I certainly advise that 
this infant be seen by an ophthalmologist. 

Dr. PAuL CrossLanp: The hemangioma is super- 
ficial on the forehead and cavernous on the eyelid. 
The loose areolar tissue will readily expand if the 
tumor grows, and there should be no pressure on 
the eyeball. Perhaps there should be no treatment 
for the present, but I believe that contact x-ray 
would be the best treatment. Cryotherapy would 
not go deep enough. 

Dr. GrorGe T. LENAHAN: I wonder if x-ray 
films would be of benefit in ruling out Sturge- 
Weber syndrome, since there is sometimes calcifi- 
cation of the vessels. 


Dr. Epwarp J. Rincrose: I believe that some 
type of therapy will need to be instigated, as it is 
a well-known fact that occlusion of vision for even 
a short period of time will result in serious impair- 
ment of central vision. 





Dr. JonAsS SCHREIDER: I believe that this lesion 
should be treated with radiation. Radiation would 
bring about involution in a shorter period of time 
than would occur spontaneously. 


Cot. RayMonp M. WititAmMs (MC), U. S. 


Army: I, too, would favor treating the. orbital 
portion of this lesion with x-ray, provided the 
ophthalmologists agree. There is considerable in- 
volvement of the palpebral conjunctiva, and it may 
require a long time for this lesion to heal if left 
untreated. 


Dr. R. RAyMonp ALLINGTON: I would favor 
observation in this instance unless sight is en- 
dangered from an ophthalmological viewpoint. If 
forced to intervene, however, in preference to 
roentgen-ray therapy in any form, I would prefer 
cryotherapy to small areas of the eyelid portion 
of the tumor to start involution. I would not fear 
scarring in this location over that which would 
occur spontaneously. 


Addendum 


Dr. MANUEL F. ALLENDE: I have since asked 
Dr. Phillip Thygeson, Clinical Professor of 
Ophthalmology at the University of California 
School of Medicine, about possible damage to 
vision from total occlusion of the eye during in- 
fancy and early childhood. He states that no 
permanent damage occurs providing the eyeball 
is not occluded beyond the age of 3 years. If 
occlusion continues between the ages of 3 and 6, 
then central vision will not develop and the eye 
may have some muscular defect, resulting in 
squint. In infancy and until 3 years of age, al- 
though it is a good idea to expose the eye to light 
once or twice daily, no permanent harm is done 
to the vision by occlusion of the eye. 

Case for Diagnosis: Junction Nevus; Melanoma? Pre- 
sented (by invitation) by Cor. Raymonp M. WI1L.iams 
(MC), U. S. Army, and Capt. Ropert A. Netti (MC), 
U. S. Army. 

Porphyria Cutanea Tarda. Presented by Dr. Frances M. 
Keppie and Dr. Bart M. Spence. 

Case for Diagnosis: Adult Urticaria Pigmentosa; Telan- 
giectasia Macularis Eruptiva Perstans? Presented by 
Dr. Mervin L. Grais and Dr. Raymonp H. DiMarco. 

Generalized Scleroderma. Presented by Dr. HELEN 
Roserts and Dr. Manvet C. Armas (by invitation). 

Case for Diagnosis: Nevus of Ota; Blue Nevus? Presented 
by Dr. ALBert SHuMATE and Dr. Harotp ScHNEIDMAN. 

Case for Diagnosis: Lymph i : ? Pre- 
sented by Dr. Hersert L. Josepit. 
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Control of Emotional Factors in Dermatoses 


H. M. ROBINSON Jr., M.D.; R. C. V. ROBINSON, M.D., and J, F. STRAHAN, M.D., Baltimore 


Introduction 


The literature contains many references 
to the effects of psychogenic stimuli in the 
production of such dermatoses as urticaria, 
lichen planus, neurodermatitis, seborrheic 
dermatitis, psoriasis, pruritus ani, pruritus 
vulvae, and other eruptions. The _ barbit- 
urates, bromides, and other sedatives and 
sedative-stimulant mixtures have proved to 
be useful as adjunctive therapy, but pro- 
longed administration of these compounds 
may lead to central nervous system depres- 
sion, skin eruptions, habit formation, and 
other undesirable side-effects. The recent 
development of a group of drugs whose pri- 
mary therapeutic effect is ataraxia (relief 
from tension) has added less reactive and 
more effective compounds for use by the 
practitioner. 

Indiscriminate use of such drugs should 
be condemned, The emotional status of each 
patient should be evaluated, and psychiatric 
consultation should be frequently employed. 
Organic physiologic disturbances, as well 
as psychic factors, must be considered. 
Therapeutic effects of the ataractic drugs 
alone are too erratic to form the basis for 
any definitive conclusions except that they 
are valuable adjuncts. Many patients are 
borderline psychotics, and irreparable dam- 
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age may be avoided by limiting medication to 
the patient who is emotionally tense. 

New chemical compounds with unique or 
unusual psychomotor effects are being elab- 
orated at a rate which challenges adequate 
clinical evaluation. Theoretically, some of 
these drugs act solely to relieve depressive 
states, some are euphoriants with no sedative 
actiori, and some are primarily useful in 
the control of psychoses. 

The accompanying charts represent part 
of an intensive study of the effects of var- 
ious tranquilizing drugs and controls on 
more than 3000 patients with various 
dermatoses caused by or aggravated by emo- 
tional tension. Patients were followed for 
periods of several weeks to two years; 
thereby the opportunity of observing the 
effects of different drugs on the same patient 
was afforded. In many instances, two or 
three different medications would be given 
before the effective one was found. Not 
infrequently patients claimed that placebo 
medication was most effective. The problem 
of placebo reactors renders any study based 
on subjective findings difficult to evaluate 
critically. Careful observations and _ inter- 
views with large numbers of patients helped 
form the conclusions. 
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7 The skin is the largest organ of the body. 
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4 of organic or functional disturbances. 
a Emotional stimuli may produce or aggravate 
ath dermatoses, and management of such 
il conditions includes topical and systemic 
mo- therapy while a search ts being made 

f 
a for causative factors. 

the Drugs whose primary effect 1s ataraxia 
ient P “ . 
ae (relief from tension) are valuable adjuncts 
ven to therapy in emotionally disturbed patients. 
ee Figure 1 
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GENERIC NAME 


ACTION 


DOSAGE FORMS 


ADVERSE REACTIONS 


inOICATIONS 


SPECIFIC CONTRA- 
INDICATIONS 


OPINION BASED ON 
OBSERVATIONS 


BARBITURIC ACID 
DERIVATIVES 


PHENOBARBITAL 
DELVINAL 


BUTISOL 


SEDATIVE 


Phenobarbital 
15.30 mg. 
four times daily, 
Other compounds as 
alvised by 
manufacturer, 


Habit formation 
Erythema multiforme 
Morbilliform and 
scarlatiniform 
eruptions 


SUICIDAL 
TENDENCIES 


ACETYL 
BROMISOVALUM 
CARBAMIDE 
BROMURAL SEDAMYL 
SEDATIVE * _ SEDATIVE 
TABLETS Saas 
AWN enn, Jome one, three or four 
times daily. times daity. 
No serions No serious 
xystemic syMemic 
reactions, reactions, 
INSOMNIA INSOMNIA 
NONE NONE 
GOooD GooD 
Figure 2 






ETHCHLORVYNOL, 


PLACIDYL 


SEDATIVE 


5125 me. 
three or four 
times daily. 


No serious 
systemic reactions 
Mild vertigo 
Gastric distress 


NONE 
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NTit 
AMYL 


ORIANT 


directions 
vu fecturer| 


serene. 
temic 
tions 


RAUWOLFIA 
DERIVATIVES 


MODERIL 
RAUDIXIN 
RAU-SED 
SERPASIL 
RESERPINE 


ANTI-TENSIVE 


buge varies with 
rm of medication 


mucosa 
Apprehension 
Drowsiness 
fond depression 


nar of nasal 


TIONAL | VASCULAR 
NSION frettension 
SCULAR fF SUICIDAL 
seu) con 





Robinson et al. 


HYDROXYZINE 
HYDROCHLORIDE 


ATARAX 


TRANQUILIZER 


TABLETS 
10-25 mz. 
Average dose 
10.25 mz. 
four times daily. 


Vo serious systemic 
reactions 
Deyness of oropharyax 
Initial drowsiness 
Persistent lethargy. 
Apprehension 





EMOTIONAL 
TENSION 


NONE 


EXCELLENT 


TRANQUILIZER 


TABLETS 
10.100 mg. 


€ sual dose 25-50 mg. 


four times daily. 


beterus reported but 
not encountered in 
this study 
Apprehension 
Gastric distress 
Dryness of 
oropharynx 


PSYCHOSES 


LIVER DISEASE 


EXCELLENT 


EQUANIL 
MILLTOWN 


TRANQUILIZER 


TABLETS 
400 mz. 
€ sual dose 400 mg. 
four times daily, 


Loss of libide 
No serious reactions 
Apprehension 
Nearlatiniform 
vruptions 


EMOTIONAL 
‘ TENSION 


EXCENLENT 


BENACTYZINE 


TRANQUILIZER 


TABLETS 
1-8 mg. 


four times daily. 


Ne serious 
syMemic 
reactions 


FAIR 


TRIMEPRAZINE 


TRANQUILIZER AND 
ANTIPRURITIC 


CAPSULES 
5-10 me. 
four times daily. 


No serious systemic 
reactions 
Apprehension 


Nausea 


EMOTIONAL 
TENSION 


EXCELLENT 


TABLETS 
25 mag. 


once or tive daily. 


No serious reactions 


EMOTIONAL 
TENSION 


EXCELLENT 
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Ataractic drugs are caluable adjuncts in the 
management of emotionally disturbed patients. 

Emottonal tension may produce or 
aggravate such dermatoses as atopic dermatitis, 
lichen planus, urticaria, eczema, neuro- 
dermatitis, pruritus ant, pruritus culcae, 
seborrheic dermatitis and psoriasis. 
The relief from tension afforded by the 
tranquilizing drugs in the treatment of these 
conditions is valuable complementary 
therapy. 

LVo sertous systemic reactions were 
noted in this study from prolonged admints. 
tration of these drugs with the dosage 
used. Minor adverse reactions which were 
encountered included dryness of the 
oropharynx, headache and drowsiness. 


Figure 3 











Abstracts from Current Literature 


BEHAVIOR OF LEUCINE-AMINOPEPTIDASE ACTIVITY IN BLoop SERUM AND BULLAE. QO. BRAUN- 

Fatco and K. SALFeLp, Arch. klin. u. exper. Dermat. 205:103-111, 1957. 

Determinations of leucine-aminopeptidase (LAP) activity in the blood serum and in 
cantharidal and spontaneous bullae in various dermatoses are made. Increased LAP activity 
was found especially in the blood serum of dermatoses characterized by formation of vesicles 
and bullae (dermatitis, eczema, pemphigus). Since there was also increased LAP activity 
in dermatoses without development of vesicles and bullae, a definite interpretation of the 
findings cannot yet be made. 

HOLLANDER, Springfield, Mass. 


SPECIFICITY OF TUBERCULOID-GRANULOMATOUS SKIN AFFECTIONS. H. FLEGEL, Arch. klin. u. 

exper. Dermat. 205 :112-143, 1957. 

Observations of three patients with foreign body granulomas, three patients with skin 
affections characteristic of lupus miliaris disseminatus and rosacea-like tuberculid, two patients 
with .the clinical picture of Boeck’s sarcoid, and one patient with typical lupus vulgaris are 
made. Except for lupus vulgaris, no tuberculous specificity could be found in the aforemen- 
tioned skin affections. 

HOLLANDER, Springfield, Mass. 


“MiLkers’ NopuLES” AFTER INFECTION WITH VIRUS OF STOMATITIS PAPULOSA OF Cows. 
T. Grineperc. and A. Hernic, Arch. klin. u. exper. Dermat. 205 :144-149, 1957. 

The hands of a veterinarian showed nodules resembling milkers’ nodules. They were 
caused by an infection with the virus of stomatitis papulosa of cows. Inoculations of cows 
free of stomatitis papulosa with nodular tissue resulted in the characteristic development of 
stomatitis papulosa in these animals. 

: HOLLANDER, Springfield, Mass. . 


EXAMINATION OF ANTIMYCOTICA BY THE USE OF FuNGUS-INFECTED Harm AS CARRIER. P. 

WENK and J. R. Frey, Arch. klin. u. exper. Dermat. 205:150-160, 1957. 

Human hair from patients with tinea capitis treated with six various antimycotica and 
guinea pig hair infected with Trichophyton mentagrophytes and treated in the same manner 
showed corresponding results. Only spores external to the hair shaft were destroyed by the 
antimycotica. 

Ho.iaAnpber, Springfield, Mass. 


“SENEAR-USHER SYNDROME.” J. TAPPEINER and P. WopNiIANSKyY, Arch. klin. u. exper. 

Dermat. 205 :161-185, 1957. F : 

The classification of pemphigus erythematosus is discussed critically on the basis of the 
literature of the last 30 years and the authors’ observation of four of their own cases. The 
term pemphigus erythematosus seems to be the best. The older conception of grouping 
pemphigus erythematosus with a bullous form of lupus erythematosus disseminatus or of 
considering it between pemphigus vulgaris and lupus erythematosus is not accepted by the 
authors. Pemphigus erythematosus probably represents a disease characterized by a triad of 
symptoms: L. E.-like lesions of the face, seborrheic-dermatitis-like changes, and formation 
of bullae. It is not an autonomous dermatosis. When clinic, course, and histology are con- 
sidered, pemphigus erythematosus belongs to the pemphigus group. 

Hotvanper, Springfield, Mass. 


EXAMINATIONS ABOUT ToxICITY OF ExTRACTS AND DIALYSATES OF PsoRIATIC EFFLORESCENCES. 
W. Dractmany, Arch. klin. u. exper. Dermat. 205 :186-195, 1957. 
Nonpoisonous methyl-, dimethyl-, and trimethylamine, poisonous allylamine and vinylamine, 
as well as histamine were found in extracts and dialysates of psoriatic efflorescences. 
HoLianper, Springfield, Mass. 
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HISTOCHEMISTRY OF ESTERASES OF THE SKIN. G. K. STEIGLEDER and K. ScHuttis, Arch. klin. 
u. exper. Dermat. 205 :196-211, 1957. 


Esterases of the epidermis distinguish themselves in their behavior toward activators and 
inhibitors of other organs. They resemble’ more those of the pancreas than the liver type. 
Granulomas, particularly those made up of epithelioid cells and histiocytes, reacted more strongly 
than did epidermis. Mast cells in urticaria pigmentosa in adults were inhibited by substances 
influencing specific and nonspecific cholinesterases. 

HoLiaAnpber, Springfield, Mass. 


EXISTENCE OF STREPTOMYCES COELICOLOR ON HUMAN SKIN AND Mucous MEMBRANE AND 
Irs Funoistatic Errect. T. HeyMer, Arch. klin. u. exper. Dermat. 205:212-218, 1957. 
Description of Streptomyces coelicolor which was isolated from human sputum, skin, 

and tonsillar crypts is presented. This fungus showed antagonistic behavior toward 7 

Trichophyton species, Epidermophyton floccosum, Scopulariopsis brevicaulis, and 10 various 

yeasts. Author contemplates the possibility that this antagonism manifests itself also inside 

the body. Therefore, Streptomyces coelicolor may play a role in keeping the equilibrium of 
micro-organisms in the human organism. : 

HOoLianper, Springfield, Mass. 

THE PEcULIAR ACTION OF THE TYROSIN-TYROSINASE COMPLEX ON CERTAIN MycetEs. P. 
Pinetti, Acta Vitaminol. 10:229-231 (Oct.) 1956. 
Pinetti discusses the phenomenon of inhibition of the tyrosin-tyrosinase reaction on certain 

cultures described by Robinson, Frigge, and Bereston and adds his own observations on 

trichophytona, microspora, and epidermophyta: 


RoncHEsE, Providence, R. I. 


DISORDERS FROM CHEMOANTIBIOTICS IN TUBERCULOUS PATIENTS AND IN ATTENDING PER- 
SONNEL. D. OriccHio and N. p’Acostino, Ann. Ist. Carlo Forlanini 16:304-340, 1956. 
This is an extensive review of the subject, with good illustrations of contact dermatitis 

from streptomycin in nurses and others, closing with,452 references. 

RoncHEsE, Providence, R. I. 


CUTANEOUS PORPHYRIA OF THE ApULT. A. RADAELI and G, AMBROSETTI, Arch. ital. dermat. 

sif. 28:177-214 (May) 1956. 

The authors report seven cases. They separate them as congenital, idiopathic, tarda, and 
myoporphyria of Vannotti, because of their development in adulthood, the absence of hereditary 
transmission, their epidermolysis-like lesions, and their benignity (permitting work and 
exhibiting no severe dystrophies and mutilations). From the biochemical point of view, the 
urinary porphyrins were of a distinct type. The extensive biochemical study includes a new 
technique. 

RoncHEsE, Providence, R. I. 
PsyCHOSOMATICS AND DerMartoLocy. S. Borexii, Dermatologia 7 :233-241 (Oct.) 1956. 

Borelli, of the University of Munich, discusses various interesting aspects of the subject, 
with diagrams modified from Graham, Schultze, and Pillsbury. Original experiences are 
reported on provocation of bullae by hypnosis. 

RoNCHESE, Providence, R. I. 


NEw INVESTIGATIONS ON THE CLINICAL ASPECTS AND ETIOLOGY OF ACRODERMATITIS ATROPHI- 
cANS CuHronica. A. MARCHIONINI, Minerva dermat. 31:255-261 (Sept.) 1956. 

In an attempt to clarify the etiology of acrodermatitis atrophicans chronica (Pick Herx- 
heimer), tissue from a patient was implanted into the skin of three doctors of Marchionini’s 
clinic. From the use of antibiotics and from inoculations, cultures, and serologic investigations, 
it seems possible that the pathogenic agent of this disease could be a virus or a spirochete, 
still unknown. 

RoncHesE, Providence, R. I. 


FAMILIAL Sepocystomarosis. A. Sapuppo, Minerva dermat. 31:294-305 (Oct.) 1956. 


From a detailed histological study of three cases (mother, daughter, and son) the author 
considers the disorders as of epithelial origin and favors the term hereditary polycystic 
epidermic disease. 


RoNcHESE, Providence, R. I. 
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ABSTRACTS FROM CURRENT LITERATURE 


LicHEN ScLerosis et AtropHicus. C. Rossetti, Minerva dermat. 31:326-331 (Nov.) 1956. 
Report of a case in which 500 r, in four weekly exposures, eliminated the itching and 
improved the atrophy and infiltration. 
RoncHESsE, Providence, R. I. 


CuTANEouS ACTINOMYCOSIS FROM AEROBIC ACTINOMYCETES. R. LEONE, Minerva dermat. 31: 
355-364 (Dec.) 1956. 

After a review of the literature, Leone reports a case of actinomycosis with pseudotubercular 
systematization. From gummatous lesions an aerobic actinomycete was isolated in pure culture. 
The patient died nine months after the onset of the disease. 

RoncHEsE, Providence, R. I. 


Butitous EryTHRODERMA ICHTHYOSIFORME CONGENITUM AND CUTANEOUS DySTROPHIES. 
A. MontaGNant, Minerva dermat. 31 :364-372 (Dec.) 1956. 

A report on a case of the bullous variety of the disease. In the bullous areas there was 
considerable infiltration of leukocytes. This was considered as due not to a superimposed 
secondary infection but rather to an increase of the degenerative factors of the most super- 
ficial Malpighian layers. 

RoncHESE, Providence, R. I. 


THe Harr 1n Senivity. U. Sitvestri, Tr. ital. soc. gerontol., pp. 203-276, June, 1955. 

The study was done on temporal, pubic, scalp, and axillary hair; in males and females; 
in young and old; on resistance to torsion, traction, and stretching, and on thickness and 
weight. In senile scalp hair the resistance to torsion is increased, and the resistance to 
stretching, the weight, and the thickness are diminished. In senile pubic hair the resistance 
to torsion and stretching is increased. The resistance to traction, the thickness and weight 
are diminished. In senile axillary hair the resistance to torsion and stretching are increased, 
and the resistance to traction and the thickness are diminished. In the scalp hair, besides the 
known metals three more have been found for the first time; these are chromium, cadmium, 
and barium. In the pubic hair lead and potassium are absent; Nickel is present. In senility 
sodium, nickel, and chromium are diminished. In very advanced age chromium has disappeared 
completely. 

RONCHESE, Providence, R. I. 


THE SENILE Nai. U. Sitvestrt, Tr. ital. soc. gerontol., June, 1955. 


In senility the speed of growth is diminished. So is the nai! in a paralized limb. In senile 
nails copper, lead, and silver are absent. 
RoncHEsE, Providence, R. I. 





Announcements 


Scientific Exhibits—Applications are now being received for space for scientific 
exhibits at the meeting of the American Academy of Dermatology at the Palmer House, 
Chicago, in December, 1958. 

Awards will be given for the best exhibits in each of the following categories: (1) original 
investigation, (2) teaching value, (3) historical. 

Address all correspondence before the application deadline, June 1, 1958, to Frederick D. 
Malkinson, M.D., Section of Dermatology, 950 East 59th St., Chicago 37. 











Books 


Biochemical Disorders in Human Disease. By R. H. S. Thompson, M.A., D.M., and 
E. J. King, Ph.D., D.Sc., F.R.I.C. Price, $12.60. Pp. 843. Academic Press, Inc., 111 5th 
Ave., New York 3, 1957. 


The wealth of information presented in this book reflects the overshadowing in importance 
of the classical anatomical pathology of disease states by the accumulating newer knowledge of 
chemical pathology. The twenty chapters by English, American, and Canadian contributors 
deal with the biochemical basis of disease, classified by organ systems, a departure from the 
conventional textbook separation into disorders of carbohydrate, fat, and protein metabolism, 
etc. The quality of the contributions is somewhat uneven. There are excellent summarizations 
of current knowledge, for example, by Thannhauser on lipidoses and by Forsham and Mortimore 
on diabetes mellitus and hypoglycemia. In the latter chapter, particularly, excellent diagrams 
and other graphic aids offer much-needed help to the practicing physician seeking a clear 
understanding of new advances in knowledge of the action of insulin and of the general 
mechanisms involved in carbohydrate metabolism. By contrast, the chapter on connective 
tissue, while offering an adequate discussion on lupus erythematosus, neglects any treatment of 
such important disorders as localized myxedema or scleroderma. Much space in this chapter 
is given to the subject of gout—a disorder which one may argue is perhaps not at all a 
primary disease of the connective tissue. Taken as a whole, however, the text presents clearly 
and interestingly recent biochemical data on disease entities, at a level which the practicing 
physician and perhaps the advanced student should be capable of understanding with a modicum 
of effort. 


Allergy In Pediatric Practice. By W. B. Sherman and W. R. Kessler. Price, $9.25. 
Pp. 300. The C. V. Mosby Company, 3207 Washington Blvd., St. Louis 3, 1957. 


Designed primarily for the practitioner without special training in the field, this book 
admirably fulfills its objective of reviewing the old and presenting the new in allergic diseases 
in infants and children. It is well organized and plainly written. 

The opening chapters deal with fundamentals, as antigen-antibody reactions, immunology, 
nonimmunological factors, serum-sickness reactions, anaphylaxis, terminology, and _ historical 
background. Then follows a chapter on drugs employed in the treatment of allergic disease, 
and the remainder of the book is given to the various clinical allergic entities. The material 
on dermatologic diseases will not be new to those who keep abreast of material in current 
dermatologic texts; in general it reflects present-day knowledge in clear and concise manner. 
Especially noteworthy is the sensible attitude toward the entire subject, treatment, value of skin 

“testing, and particularly the role of emotional factors in allergic disease which “may play a 
part... but their importance has been overemphasized .. .” 
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Dynamics of Autosensitization Dermatitis 


A Clinical and Microscopic Concept of Autoeczematization 


ALEXANDER W. YOUNG Jr., M.D., New York 


Autoeczematization +? is the process by 
which a widespread dermatitis may compli- 
cate several types of localized eczema. Gen- 
eralized autogenous eczema describes the 
disseminate disorder. This report deals with 
the clinical history, course, and development 
of the syndrome and with the microscopic 
picture of various types of lesions to be 
found in the diffuse and often generalized 
eruption. Relationships between generalized 
autogenous eczema, disseminate and circum- 


scribed neurodermatitis, nummular eczema, - 


and exudative discoid and lichenoid chronic 
dermatosis are discussed. 


Clinical Material 


Sixty persons, thirty-three women and 
twenty-seven men, who developed general- 
ized autogenous eczema were studied. The 
average age was 47.7 years; the youngest 
was 1 year, and the oldest, 80. Fifty-seven 
were of Caucasian origin, and three were 
Negro. Thirty-six patients either recalled 
eczema as a child or had hay fever or a 
history of allergy in the family. In seven, 
the history of an allergic background was 
highly suggestive; in the remainder, no such 
history could be elicited. 


Initial Dermatitis 


In general, the initial localized eruption 
Was a recurrent or persistent condition of 
Submitted for publication Feb. 1, 1958. 


From The Department of Dermatology, St. 
Luke’s Hospital. 





long standing and suggested various diag- 
noses: 
Cases 
Nummular eczema 30 
(with or without complications, as 
impetiginization and irritation from 
medication) 
Stasis or neurostatic dermatitis 1 
Lichen simplex chronicus 
Contact dermatitis 
Dry eczema of hands or legs 
Axillary dermatitis 
Scrotal eczema 
Seborrheic-like dermatitis 
Senile pruritus 
Ear canal eczema 
Intertrigo 
Eczema (undetermined type) 


In most, the dermatitis was acute, weep- 
ing, vesicular, and crusted prior to the onset 
of autoeczematization, which followed the 
exacerbation by a few days to a week or 
more. However, in several, especially the 
older patients, the primary disorder was 
subacute and showed little activity preceding 
the development of generalized autogenous 
eczema. 


Ree HY Ye Dw Ph Pp 


Clinical Course 


The course of generalized autogenous ec- 
zema shows a multiform and changing pic- 
ture; however, a pattern in the development 
of the eruption can be discerned. The 
primary lesion is the vesicle. The appear- 
ance of pinhead-sized vesicles on an ery- 
thematous base in close proximity to the 
initiating dermatitis heralded dissemination 
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Fig. 1.—Vesicular stage. Single vesicles appear- 
ing in close proximity to the primary dermatitis. 


Fig. 3.—Organizing stage. Disseminate num- 
mular lesions, some (right leg and thigh) showing 
a tendency to coalesce. 


tie 
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Fig. 2.—Vesicular stage. Single and grouped 
vesicles tending to form nummular patches. 


Single 
and confluent nummular patches spreading to in- 
volve large areas. 


Fig. 4.—Confluent stage (spreading). 
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AUTOSENSITIZATION DERMATITIS 


(Figs. 1 and 2). These showed a tendency 
at an early stage to involve flexural surfaces, 
typical atopic areas, and sites which had 
been previously affected by some dermato- 
logical condition. Residual scars from herpes 
zoster, thermal burns, and donor areas for 
skin grafts were favorite early locales. Only 
occasionally did the extensors show the first 
signs of the spreading eruption, and in those 
cases foregoing changes, as senile skin and 
xeroderma of long standing, were suspected 
of influencing distribution. 

As autoeczematization progressed, the 
primary vesicular lesions tended to become 
grouped and to form variously sized or- 
bicular patches which were often edematous, 
raised, crusted, and secondarily infected and 
were extremely pruritic. Individual lesions 
were indistinguishable from nummular ec- 
zema (Fig. 3). If the disorder was con- 
trolled at this point, coinciding with signs 
of resolution within the primary dermatitis, 
further spread was often halted. 

Diffuse 


Fig. 5.—Multiform stage (diffuse). 


dermatitis complicated by secondary infection and 
exuding, secondarily infected areas. : 





Young 








General- 


Fig. 6.—Multiform stage (diffuse). 
ized dermatitis with scaling and active vesicular 
nummular lesions (arm and forearm). 


Extension from this later stage developed 
by enlargement of the eczematous patches. 
New vesicles appeared at the periphery and 
around the lesions, leading to confluence 
(Fig. 4). The resultant dermatitis spread 
to involve large portions of skin. It re- 
mained fairly well defined and erythematous, 
and it showed an intermixture of new and 
old (desiccating) vesicles, scaling, and 
crusting (Fig. 5). In a typical case, the 
arms and forearms, legs and thighs, and 
trunk revealed a red to violaceous scaling 
dermatitis which stopped abruptly around 
the ankles and wrists. At some points ec- 
zematization persisted (Fig. 6). In several 
aspects the condition bore a resemblance to 
exudative discoid and lichenoid chronic 
dermatosis. Continuation of the process 
showed itself by the appearance of new 
crops of vesicles on the remaining portions 
of normal skin and sometimes within the 
earlier dermatitis which was resolving. The 
extremities were often edematous and pur- 
ple. Regional lymphadenopathy was usual. 
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Fig. 7.-Resolving 
stage (generalized). Dry 
scaling widespread der- 
matitis resembling der- 
matitis exfoliativa and 
showing lichenification. 


In the course of autoeczematization, 
vesicobullous, hemorrhagic, or even pustular 
lesions occurred on the palms and soles 
with some frequency. In addition, an ill- 
defined urticarial erythematous reaction, re- 
sembling seborrheic dermatitis or contact 
dermatitis (nail polish), was occasionally 
seen to involve the eyelids. These mani- 
festations in some cases accompanied the 
early phases of the process; in others they 
were noted during the latter stages of the 
condition. 

Resolution of the general process could 
be detected by central clearing, usually fol- 
lowed by pigmentation, within the orbicular 
lesions; the appearance of islands of normal 
tissue within portions of the subacute, 
erythematous and confluent, generalized 
dermatitis along with lessening of erythema 
and fine scaling; subsidence of vesicle 
formation, and clearing of the initial local 
dermatitis. In several extensive cases of 
generalized autogenous eczema, a similarity 
to generalized neurodermatitis or dermatitis 
exfoliativa was noted during the clearing 
phases (Fig. 7). Pruritus frequently re- 
mained a problem, outlasting most of the 
clinical signs of the disease. 

In the older patients, the entire course of 
the disorder was often less acute, although 
notably prolonged. The vesicular, eczema- 
toid, and nummular elements of the general- 
ized condition were less marked. The 
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initiating local dermatitis was frequently ill- 
defined and chronic, and pruritus was dif- 
ficult to control. 

A great majority of the patients related 
underlying tensions and emotional difficul- 


ties. Most often these problems were of 
long standing; occasionally they seemed 
direcfly associated with the onset of the 
generalized disorder or exacerbation of the 
primary local dermatitis. In these cases, 
pruritus and apprehension concerning the 
outcome, at times far out of proportion to 
the clinical symptoms, were major problems 
of management. 


Microscopic Findings 


The several types of lesions arising in 
generalized autogenous eczema were ob- 
served histologically in 11 cases. A single 
pathological process was found throughout; 
however, the intensity of the reaction varied 
from slide to slide. The basic process, which 
may be defined as a simple cellular focal 
vascular reaction, involved both the dermis 
and the epidermis. The vessels of the mid- 
and upper cutis were dilated, and_ their 
walls, thickened. There was a perivascular 
cellular infiltration consisting of small round 
and wandering connective tissue cells. In- 
terstitial edema, most pronounced in the 
papillary bodies and lymphatic spaces about 
the vessels, in the upper cutis and swelling 
of the collagen bundles in the lower cutis 
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Fig. 8.—Basic process. The epidermis is regu- 
larly acanthotic and covered by .a parakeratotic 
horny layer_ (secondary change). There is a simple 
cellular focal vascular reaction in the cutis. The 


blood vessels are dilated, and their walls, thick- . 


ened. 


were moderate. The epidermis was regularly 
acanthotic (Fig. 8). 

This basic simple cellular focal vascular 
reaction could be discerned in all the sec- 
tions; however, additional complicating 


Fig. 9—Basic process 
and complications. In the 
mid- and upper cutis the 
blood vessels are dilated, 
their walls are thickened; 
and about them is an 
exudative cellular infil- 
trate. Interstitial edema 
is marked. The epidermis 
is regularly acanthotic, 
covered by a parakera- 
totic horny layer, and 
shows an intraepidermic 
vesicle (secondary 
changes). 
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histological features were often present. 
Variations occurred with respect to numbers 
of eosinophils within the infiltration, the 
presence of blood cellular elements in the 
vessel lumen, and the amount of interstitial 
edema, the degree of diffuse cellular re- 
action, alterations in the basal-cell layer of 
the epidermis and eczematous changes in- 
volving the upper limits of the epidermis 
(traumatic vesiculation and parakeratosis), 
the degree of inter- and intracellular edema 
in the epidermis, and the presence of a 
vesicle originating by exocytosis or exo- 
serosis (Fig. 9). 

These complications appeared related to 
the choice of biopsy site, the age of the 
lesion examined, and exogenous factors, 
such as secondary infection, rubbing and 
scratching, and local medication. The pos- 
sibility that the various secondary features 
might be not only of local significance but a 
reflection of the type of allergen (bacterial, 
autogenous protein, or a combination of 
several proteins) *° acting within the orig- 
inal local dermatitis is an interesting spec- 
ulation which will be subject to further 
study. 


Comment 


Generalized autogenous eczema is a 


dynamic syndrome which is best appreciated 
by viewing the disorder as it progresses 
through its various stages. The development 
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Fig. 10—Schematic representation of the course and stages of generalized autogenous 
eczema. Clinically related dermatoses are contrasted with the various stages. 


of the clinical picture, including possible 
time relationships, is presented in Figure 10. 
Although the entire pattern. may not be 
found in each case, the process retains this 
potential throughout. The usual stages are 
the vesicular, organizing, confluent (spread- 
ing), multiform (diffuse), and resolving 
(generalized ). 

Early recognition of the syndrome in the 
vesicular stage or stage of organization, 
accompanied by adequate treatment, may re- 
sult in halting further extension of the 
process. On the other hand, when the multi- 
formity (diffuse) stage is reached, where 
there is an intermixture of desiccating 
lesions and eczematoid patches kept alive 
by scratching and rubbing, ill-advised medi- 
cation, and secondary infection, a second 
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cycle may be initiated, with the formation 
of new vesicles. 

Clinically, there is a close relationship 
between stages of generalized autogenous 
eczema, neurodermatitis, nummular eczema, 
exudative discoid and lichenoid chronic der- 
matosis, and dermatitis herpetiformis. This 
relationship is further confirmed by the 
microscopic process. 

The earlier stages of generalized autog- 
enous eczema, having scattered and grouped 
pruritic vesicles, usually with surrounding 
erythema, suggested dermatitis herpeti- 
formis. The involvement of areas usually 
affected by generalized neurodermatitis was 
aiso remarkable. With the formation of ec- 
zematoid orbicular lesions, a similarity to 
disseminated nummular eczema was noted. 
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AUTOSENSITIZATION DERMATITIS 


Infectious eczematoid dermatitis can be con- 
fused with the disorder at this stage. At 
the multiformity stage, a clinical parallel to 
exudative discoid and lichenoid chronic 
dermatosis was apparent. In the final stages 
of a classic cycle of generalized autogenous 
eczema, dermatitis exfoliativa or general- 
ized neurodermatitis might have been diag- 
nosed upon inspection. It is also noted that 
nummular eczema is seen in cases of neuro- 
dermatitis and exudative discoid and lichen- 
oid chronic dermatosis at times suggests the 
appearance of generalized neurodermatitis 
and nummular eczema. 

The presence of an allergic or atopic 
diathesis in a significant number of cases 
in this series and the presence of a stressful 
circumstance of long standing surrounding 
the onset of autoeczematization may also be 
found with the dermatoses under discussion. 
Differentiation of these diseases from gen- 
eralized autogenous eczema rests for the 
most part upon the precipitating local 
dermatitis in the former and close observa- 
tion of the course of the condition. 

The simple cellular focal vascular reac- 
tion which recurred in the sections studied, 
with or without complicating secondary 
features, appeared closely allied to the neuro- 
dermatitic reaction.!°!% This is found in local 
and generalized neurodermatitis, nummular 
eczema, and exudative discoid and lichenoid 
chronic dermatosis. In the neurodermatitic 
reaction, the epidermis is regularly acanthot- 
ic, with little edema unless secondarily ec- 
zematized. There is a focal simple cellular 
reaction about the vessels of the upper cutis, 
and the walls of the arterioles are thickened. 
Variations of the reaction differentiate the 
members of this group. Neurodermatitis 
may be differentiated microscopically from 
generalized autogenous eczema by the pres- 
ence of the complicating secondary features 
which were described in the latter condition. 
Nummular eczema shows the same features 
as neurodermatitis except for the presence 
of a typical intraepidermic vesicle. The 
type of vesicle found in an occasional slide 
in this series approximates that in nummular 
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eczema; however, the complicating features 
of the former differentiate the two. Exuda- 
tive discoid and lichenoid chronic dermatosis 
may be differentiated from the preceding 
by the type of cell in the inflammatory re- 
action, namely, the plasma cell. Dermatitis 
herpetiformis shows a similar process but 
may be differentiated by the profusion of 
eosinophils in the focal-vascular reaction and 
in the accompanying vesicle. 


Summary 


At certain points, cases of neuroderma- 
titis (local and generalized), nummular ec- 
zema, exudative discoid and __lichenoid 
chronic dermatosis, and dermatitis herpet- 
informis bear a striking resemblance to 
individual stages of generalized autogenous 
eczema. These dermatoses commonly have 
an allergic background and are often as- 
sociated with emotional problems. A basic 
microscopic process may be found through- 
out, although individual variations can be 
seen. These observations suggest that neuro- 
dermatitis, nummular eczema, exudative 
discoid and lichenoid chronic dermatosis, 
dermatitis herpetiformis, and generalized 
autogenous eczema belong to the same group 
of diseases. 


420 E. 64th St. (21). 


REFERENCES 


1. Cormia, F. E., and Esplin, B. M.: Auto- 
eczematization: A Preliminary Report, Arch. 
Dermat. & Syph. 61:931 (June) 1950. 

2. Esplin, B. M., and Cormia, F. E.: Further 
Studies in Autoeczematization, A. M. A. Arch. 
Dermat. & Syph. 64:31 (July) 1951. 

3. Whitfield, A.: The Question of Sensitiveness 
to Non-Bacterial Toxins and Proteins, Brit. J. 
Dermat. 34:331 (Nov.) 1922. 

4, Whitfield, A.: Eczema, Brit. M. J. 2:332 
(Aug. 21) 1926. 


5. Dennie, C. C.; McBride, W. L., and Davis, 
P. E.: Toxic Reactions Produced by the Applica- 
tion of Trinitrophenol (Picric Acid), Arch. 
Dermat. & Syph. 20:698 (Nov.) 1929. 

6. Hopkins, H. H., and Burky, E. L.: Cutaneous 
Autosensitization: Role of Staphylococci in 
Chronic Eczema of the Hands, Arch. Dermat. & 
Syph. 49:124 (Feb.) 1944, 


501 





7. Smith, S. W.: Eczema Autolytica, Brit. M. J. 
1:628 (May 5) 1945. 

8. Templeton, H. J.; Lunsford, C. J., and 
Allington, H. V.: Autosensitization Dermatitis: 
Report of 5 Cases and Protocol of an Experiment, 
Arch. Dermat. & Syph. 59:68 (Jan.) 1949, 

9. Lipschultz, C. E.: Autosensitization Derma- 
titis: Discussion and Protocol of an Experiment, 
A. M. A. Arch. Dermat. & Syph. 68:178 (Aug.) 
1953. 

10. Sachs, W.; Miller, C. S., and Gray, M.: 
Histopathology of Eczematoid Dermatoses, Ann. 
Allergy 2:289 (July-Aug.) 1944. 





A. M. A. ARCHIVES OF DERMATOLOGY 


11. Sachs, W.; Miller, C. S., and Gray, M. B,: 
Neurodermatitic Reaction, Arch. Dermat. & Syph, 
54:397 (Oct.) 1946. 

12, Shaffer, B., and Beerman, H.: Lichen Sim. 
plex Chronicus and Its Variants: A Discussion 
of Certain Psychodynamic Mechanisms and Clinical 
and Histopathologic Correlations, A. M. A. Arch, 
Dermat. & Syph. 64:340 (Sept.) 1951. 

13. Sachs, W., and Kirsch, N.: 
Discoid and Lichenoid Chronic 


Exudative 
Dermatosis 


(Sulzberger-Garbe) : Histopathologic Study, } 
Invest. Dermat. 8:215 (April) 1947. 








Ef 
Su 


F 
(8-n 
in) 
vitil 
mela 
sunl 
vitill 
light 
prep 
sunt 
testi 
fron 
redu 
Labe 
pignr 
augn 








Sunburn and Suntan 


A Blind Clinical Trial 


Introduction 


Following the introduction of methoxsalen 

(8-methoxypsoralen, Oxsoralen, Xanthotox- 
in) into this country for the treatment of 
vitiligo! there was observed an increased 
melanin (pigmentation) and tolerance to 
sunlight in the nondiseased areas of some 
vitiligo patients taking this drug plus sun- 
light. This led to preliminary trials of the 
preparation in subjects with tendency to 
sunburn and poor tanning. Enthusiastic 
testimonial evidence was rapidly obtained 
from users of the material who claimed 
reduced sunburn and increased tanning. 
Laboratory and field trials? indicated that 
pigmentation responses to sun could be 
augmented in human subjects with either 
topical or oral use of this compound. As 
previously reported, a sunburn or sunburn- 
like reaction could also be produced.” 
That tolerance to sun and capacity to 
develop a “healthy-looking” tan are asso- 
ciated with various value systems in our 
culture is confirmed by the many letters 
received from patients pleading for in- 
creased tolerance or a better tan. Because of 
the conspicuous psychological pressure 
of these preliminary users and the vividness 
of their testimonial statements, a double- 
blind controlled study of burning and tan- 
ning effects of the drug was considered 
essential and was undertaken during the 
summer of 1956, 
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Many of the testimonials suggested a 
reverse effect of small doses compared to 
large doses, i. e., small doses (10 or 20 mg.) 
decreased sunburning, while larger doses 
promoted it, and to evaluate this problem as 
well as that of placebo reaction, doses of 
0, 10, and 20 mg. were used in this test. 


Methods and Subjects 


Identical capsules of methoxsalen (10 mg.) and 
sugar placebo were issued under code numbers so 
that neither the issuing physician nor the patient 
knew which preparation the patient received. Sub- 
jects were directed to take the medication after 
breakfast or two hours before sun exposure. 

Patients and volunteers were studied at the 
University of Oregon Medical School, and several 
dermatologists practicing elsewhere and their pa- 
tients cooperated in the study. 

The experiment plan provided for two bottles 
for each patient. A randomly allocated schedule 
assigned one-fourth of the patients to receive 
placebo in both bottles. A second fourth received 
active drug in both bottles. A third fourth re- 
ceived placebo first and active material second, and 
the fourth received methoxsalen in the first and 
placebo in the second bottle. The plan called for 
the subject to use the 20 capsules from the first 
bottle, then report his impressions of the findings, 
receive his second bottle, and report again when 
it was used up. 

Standard data schedules were filled out by the 
physicians prescribing the capsules. These in- 
cluded each patient’s rating (on a scale of five) of 
his tanning ability: very easily, easily, average, 
difficult, impossible. Sunburn was similarly rated. 
Hair color was described by the physician as 
blond, red, brown, or black; eye color, as blue, 
brown, or mixed. Skin color was graded as light, 
medium, or dark, as it appeared under visible 
light and under Wood’s light. The indication for 
prescription of methoxsalen was recorded as slow 
tanning (cosmetic need), easy burning (medical 
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TasLe 1.—Eye and Hair Color of Patient Sample 











Eye Color 
Hair Color 
Blue Mixed Brown All 
Blond 17 7 2 26 
Red 10 7 1 18 
Brown or black 25 16 18 59 
All 52 30 21 103 





need), freckling, acne vulgaris, atopic dermatitis, 
psoriasis, and “other.” 

The results portion of the data schedule pro- 
vided for statements comparing observed response 
to the patient’s expectation from past experience 
without drugs in terms of decreased, same, or in- 
creased sunburn and decreased, same, or increased 
tan. Space was provided for comments on mis- 
cellaneous observations. The questionnaires were 
analyzed centrally by us, with use of margin punch 
cards (McBee). Screening for statistical signifi- 
cance was simplified by use of Mainland’s* tables 
for single contrasts and by calculation of x’ for 
multiple contrasts. A probability level of P<0.05 
was used throughout to indicate statistical signifi- 
cance. The results are presented as percentages, 
as contingency tables, or as verbal descriptions of 
such tables. 


Results 


The test sample does not represent the 
general population but may be fairly repre- 
sentative of persons sufficiently anxious 
about their skin response to sunlight to 
mention this to a dermatologist or suffi- 
ciently like the dermatologists’ preconcep- 
tions of this sun-sensitive skin type to be 
recruited into the study. The distributions 
of blond hair, red hair, and blue eyes, as 
indicated in Table 1, suggest a higher per- 
centage of these features than expected on 
general impression of the population of the 
northern United States. 

The sample was drawn so as to include 
a high proportion of patients aware of prob- 


TaBLe 3.—Patient’s Characterization of His 
Tendency to Sunburn, According to Eye Color 
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Taste 2.—Patient’s Characterization of His 
Tanning Ability, According to Eye Color 











Eye Color 
Tan 

Blue Mixed Brown All 
Very easily 2 2 3 7 
Easily 8 4 5 17 
Average ll 3 5 19 
Difficult . 19 15 7 41 
Impossible ll 5 1 17 
An 51 29 21 101 





lems of sun exposure. The distribution of 
patient’s characterization of his tanning 
ability, related to eye color, is given in 
Table 2. 

The patients’ impressions of tendency to 
sunburn are given in Table 3. 

Since only slightly more than half of the 
patients selected for the study completed the 
return, these were examined to see whether 
the treatment itself affected the probability 
of completion. The proportion of returns 
on the first bottle was found not to differ 
between those receiving placebo and _ those 
receiving*methoxsalen (Table 4). We con- 
cluded the results were not biased by differ- 
ential returns of questionnaires as between 
active and placebo users. 

Still fewer patients completed the second 
bottle, but here a bias was observed. A 
significantly greater proportion of those who 
received placebo on the first bottle returned 
a second bottle. 

Claims concerning the effects from the 
first bottle of pills are summarized in 
Table 5. 

There is no difference between the placebo 
and the active drug in claims produced by 
the first bottle. 

Many patients have given testimonial evi- 
dence for what may be called a primary pro- 


TABLE 4.—Questionnaire Returns by Drug Issued, 
First Bottle 











Eye Color 
Sunburn 

Blue Mixed Brown All 
Very easily 13 8 2 23 
Easily 18 9 5 32 
Average 11 10 6 27 
Difficult 7 2 8 17 
Impossible 1 0 0 1 

5 29 21 100 











Issued 
Returned Placebo Methoxsalen All 
Questionnaire 
No. % No. % No % 
Yes 55 59 51 56 106 58 
No 38 41 40 44 78 42 
All 9 100 91 100 184 100 
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EFFECTS OF ORAL METHOXSALEN 


TaBLE 5.—Reactions to First Bottle of Pills 








Placebo Methoxsalen 
(55 Subjects), (51 Subjects), 
‘0 % 
Claimed decrease in sunburn 42 39 
Claimed increase in tanning 44 49 
Claimed either decrease in ' 
sunburn or increase in tan 58 61 
Claimed both a decrease in 
sunburn and increase in tan 27 27 





—_— 


fective effect of methoxsalen in reducing the 
harmful effects of solar exposure. To test 
this response the complete questionnaires for 
the first bottle were reviewed by a physician 
(TBF) who did not know the code and 
evaluated the information for evidence of 
primary protective effect. The results are 
given in Table 6. 

The physician’s interpretation of the ques- 
tionnaire information showed no evidence 
that primary protection by methoxsalen is 
more than that by placebo. 

Of the 57 patients who reported after the 
second bottle, 5 out of 20 (25%) reported 
decreased sunburn with the placebo and 15 
out of 37 (40%) with methoxsalen. Six 
out of nineteen (32%) receiving placebo 
claimed an increase in tan compared with 
fifteen out of thirty-seven (40%) taking 


_methoxsalen. The results suggest that in 


the second trial period the subjects became 
more discriminating but not sufficiently to 
show a significant difference between place- 
bo and drug. 

The value of the controlled study method 
was underlined by dramatic testimonial state- 
ments recorded as marginal notes by the 
examining physicians on some of the pa- 
tients receiving the placebo, e. g.: 

Tanner than ever before. 

Psoriasis 90% controlled—using local measures 
too. 

Photosensitivity worse on sun exposure. 

Stayed out whole days without burning. 

Legs not burned at all. On one occasion bright 


red but didn’t hurt as much as expected. Legs 
getting real tan for her. 


Increasing exposure and increasing drug dose, 





without any effect except more tan and no burn. 
Wonderful! 

Got the impression that prevented burning if 
the real pills. 


Daniels et al. 





TABLE 6.—Physician’s Interpretation of Question 
naire Evidence for Primary Protection, 
First Bottle 











Placebo Methoxsalen All 
Primary 
Protection No. % No. % No. % 
Yes 23 43 20 40 43 42 
No 30 57 30 60 60 58 
All 53 100 50 100 103 160 





Further screening tests indicated that for 
the returns on Bottle 1 there was no rela- 
tionship between placebo reactions (claimed 
reduction in sunburn or increase in tanning 
while using placebo) and (a) hair color, (6) 
medical as compared with cosmetic indica- 
tions for participation in the trial, (c) his- 
tory of easy compared with difficult tanning, 
(d) sex, (e) skin color as graded light, 
medium, and dark under visible light. A 
real difference was observed, however, 
among medium skin color under Wood’s 
light. Of the 33 Wood’s light mediums, 4 
out of 14 claimed a reaction with placebo, 
while 14 out of 19 claimed a reaction with 
the active drug. 

Sunburn history and the claims of benefit 
showed a real difference, as indicated in 
Table 7. In this Table, those reporting sun- 
burning easily and very easily have been 
grouped together. Patients reporting aver- 
age, difficult, or impossible as far as sun- 
burn is concerned were also grouped. 

The placebo group showed a significant 
relationship between history and test result, 
those receiving the active drug showed none. 
There was no significant relationship be- 
tween patients’ statements on general ten- 
dency to tan and their claimed effects from 
placebo or active capsules. 

In therapeutic trials the enthusiasm of 
the investigators may be an important de- 


TABLE 7.—Sunburn History and Test Results 








Claim Decreased Burn 



















Sunburn History Placebo Methoxsalen 

Yes No All Yes No All 

Awngeomoctoat «4 i a 8 i w 
All 23 31 54 19 31 BO 














terminant of results. It is well known that 
some drugs appear to work when given by 
one physician and not when by another. It 
is therefore of interest that of the 24 pa- 
tients who reported after receiving placebo 
on their first bottle at the University of 
Oregon, 18 reported some effect. Of the 31 
placebo returns from other places, 14 re- 
ported some effects. The difference is 
very nearly significant. On the other hand, 
no difference was found among treatment 
centers in the proportion responding to the 
active drug (16 out of 22 versus 15 out 
of 20). 


Comment 


In the evaluation of drugs and thera- 
peutic regimens, the benefit is often assessed 
by verbal or written questions put by a 
doctor to the patient. The patient is there- 
fore called upon to make an integration of 
clinical signs and symptoms and to arrive 
at a decision as to whether he has been 
benefited or not. The physician or medical 
investigator concerned with evaluating the 
different factors in the patient’s response 
must be concerned with the reliability of 
these interpretations resulting from the 
patient-physician interaction in terms of the 
factors under study. Placebo reactions as 
a factor in test results are only partially 
comprehended by those who consider place- 
bo reactions proof of the unreliability of 
patients, their hope for cure, and the power 
of suggestion of the physician with conta- 
gious optimism, not to mention outright 
charlatanism. 

Among the considerations that determine 
a patient’s answers to questions in complex 
situations are the following: (a) the actual 
pharmacological effect of the agent under 
test, whether zero or otherwise; (b) igno- 
rance or disbelief that a placebo was (or 
might have been) used; (c) dose of the 
active agent; (d) ancillary cues to the active 
agents, such as gastric irritation; (e) spec- 
ificity, efficacy, and conspicuousness of the 
response to the active agent; (f) problems 
of semantic interpretation—of both ques- 
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tions and answers; (g) nature of the ques. 
tions asked with particular regard to 
tendency to suggest or to inhibit a particular 
answer; {h) efficacy of concurrent thera- 
peutic agents or other changes in the pa- 
tient’s environment, including passage of 
time; (7) the base line against which the 
patient must make his comparison. Sensory 
discriminations may be reliable when a con- 
trast is made simultaneously but may be 
extremely poor at wider intervals. 

Impressive responses to placebos and their 
importance in medical practice have been 
discussed by several authors.*> Some 
psychological characteristics of placebo re- 
actors are suggested in reviews by La- 
sagna.®? 

In the present study we are more con- 
cerned with the placebo reaction as a source 
of error in determination of the limits of 
usefulness and dosage factors of a com- 
pound previously shown to have real effects. 
The finding that placebo reactions were more 
frequent among those who claimed problem 
sunburning suggests a kind of selection that 
might well affect many therapeutic trials. 
People who seek a new treatment may be 
the most placebo-reactive. The investigator 
finding himself bombarded by enthusiastic 
testimonials may develop enthusiasm, 
which can be contagious in turn to subse- 
quent patients. Thus, without adequate, 
which means blind, controls, the myth of the 
wonder drug is nourished. 


Summary and Conclusions 


A double-blind controlled study of reac- 
tions of 106 patients while using methox- 
salen (8-methoxypsoralen) (10 or 20 mg.) 
and an identical placebo failed to show that 
these patients could discriminate between 
lactose placebos and methoxsalen as to their 
sunburning and tanning effect. 

A significant relationship was found be- 
tween the patient’s statements of his usual 
tendency to sunburn and his claimed protec- 
tion from sunburn while using the blind 
placebo. 
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EPFECTS OF ORAL METHOXSALEN 


No reason is found to believe that sug- 
gestion can alter the response of the skin 
to ultraviolet light, although other physi- 
ological effects of placebos are measur- 
able.2® Alternative explanations discussed 
related to difficulties in using the human 
patient as a measuring and interpreting de- 
yice. Measurement errors are present in all 
measuring systems and must be handled by 
appropriate controls, checks, and statistical 
procedures. Placebo reactions cannot only 
give false-positive effects from pharmaco- 
logically inert material but may also obscure 
real positive effects and at the very least 
contribute to experimental error, requiring 
increased sample size in controlled studies 
of drug effects. Since methoxsalen is a 
known potent photodynamic agent,” the point 
of this study is not that patients are reacting 
falsely to an inactive agent but that the 
testimonial type of data has a high inherent 
error. Use of a higher dose of the active 
drug might have led to better separation of 
the drug and placebo groups, but the high 
placebo reaction rate cautions that, even with 
avery definite therapeutic effect of the drug, 
this could not be confidently detected without 
a blind trial. 

The supply of pills and placebos was sent under 
sealed code by the Paul B. Elder Company, and a 
contribution of calculating equipment, by Hoffman 


La-Roche Inc.; technical assistance was provided 
by Mr. J. D. Imbrie, and Drs. Crowe, Dugan, 
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Stegmaier, 
Weber, and Wilson, dermatologists, collaborated 
in the study. 


Falk, Morginson, Ragsdale, Spence, 


University of Oregon Medical School Hospitals 
and Clinics (1). 
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Treatment of Warts with Cantharidin 


WILLIAM L, EPSTEIN, M.D., and ALBERT M. KLIGMAN, M.D., Ph.D., Philadelphia 


Warts are viral tumors of the epidermis. 
They may be destroyed by a great variety 
of physical and chemical means; while none 
is perfect, most are useful. Because of the 
special ability of cantharidin to disorganize 
epidermal cells, we decided to explore its 
use as a chemotherapeutic agent in warts. 


Materials and Methods 


Cantharides is dried, powdered blister beetle. 
Cantharidin is its purified active ingredient.* Its 
primary cutaneous effect is the separation (acan- 
tholysis) and death of epidermal cells.* 


Submitted for publication Nov. 21, 1957. 

From the Department of Dermatology (Donald 
M. Pillsbury, M.D., Director), University of 
Pennsylvania School of Medicine. 

* Cantharidin may be obtained from the Inland 
Alkaloid Co., Tipton, Ind. 


For topical treatment, cantharidin is prepared as 
a 0.7% solution in equal parts of acetone and 
flexible collodion U. S. P. The cantharidin js 
first dissolved in acetone. The solution should be 
kept in a tightly stoppered bottle. The kind which 
has a glass rod fixed to the cap is convenient for 
applying the solution. Some degree of evaporation 
with usage is inevitable but ordinarily may be dis- 
regarded, since stronger solutions are neither more 
effective nor appreciably more irritating. Evapo- 
rated solutions may be reconstituted by adding ace- 
tone and ether (50:50). A drop of the solution is 
rubbed over the wart. Paring or other prior treat- 
ment is unnecessary. As the volatile components 
evaporate, a thin white membrane forms. The ap- 
plication should be confined to the wart itself; 
with experience one learns how much to apply, 
A small piece of plastic adhesive tape, slightly 
larger than the wart itself, is applied. Unless the 
lesion is oecluded in this manner, the acantholytic 
activity of cantharidin is not realized. The 
preparation is kept in place by covering it with a 


_ Fig. 1.—A, cantharidin-treated wart seven days after application. The wart and surrounding 
skin are soggy and macerated. B, same area, with dead tissue trimmed away. The base con- 
tains a small amount of hemorrhage and some more whitish dead material but no evidence of 


wart. 
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Fig. 2—Effect of can- 
tharidin on normal skin 
of the hand. Note (1) 
acantholysis and death of 
epidermal cells, (2) in- 
tact basal layer, (3) 
minimal reaction in the 
corium; hence, no scar- 
ring; reduced 15% from 
mag. X 190. 


Band-Aid or gauze dressing; adhesive should not 
be used for this purpose because cantharidin tends 
to spread under the tape. Dressings for plantar 
warts must be more securely fixed by additional 
strips of adhesive. It is recommended that the 
dressing be allowed to remain in place until the 
patient’s return, in 7 to 10 days. It may, however, 
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be removed after 48 hours for cosmetic reasons 
or because of discomfort. 

Ordinarily a frank blister forms within 24 hours. 
Individual responses are variable however. Larger 
warts may be the sites of subclinical blisters, tak- 
ing on a whitish, soggy, macerated appearance not 


unlike the effect of salicylic acid plaster. Some- 


Fig. 3.—Cantharidin-treated warts. A, the acantholysis is mostly in the upper half of this 


flat wart; 


a midepidermal blister is generally curative, even though the basal portion of the 


epidermis characteristically seems intact; reduced 25% from mag. X 140. B, because of the 
thickness of the wart, only a small subcorneal blister formed without much acantholysis 


of the epidermis itself. Retreatment is a necessity; reduced 25% from mag. X 50 








times a hard callus-like button forms. Rarely, it 
is subtended by a small hematoma (a good prog- 
nostic sign). Effectiveness is not dependent upon 
clinical blistering. Whatever the change, the 
obviously altered, dead, or blistered skin is de- 
brided with a knife or scissors on the next visit. 
One treatment is often enough. Reapplication 
should be made at weekly intervals so long as 
warty tissue persists; this should be deferred if 
there is great inflammation. It is often difficult 
to know whether the wart has been completely 
destroyed; experience teaches the indications for 
retreatment. 

Most patients note little discomfort. Some 
highly susceptible persons will have tingling, itch- 
ing, or burning within a few hours. The site may 
become tender, sometimes extremely so, for two 
to six days. When there is marked tenderness and 
pain within 24 hours, relief may be obtained by 
removing the dressing, puncturing the blister, and 
soaking the part for a few days. Only one or two 
lesions should be treated at the first sitting, until 
the reactivity of the patient is known. 


Clinical Results 


One hundred thirteen warts in 61 patients 
were treated. These were distributed as 
follows: (1) ordinary warts (verruca vul- 
garis), 69 (14 0n palms); (2) plantar warts, 
27; (3) periungual and subungual warts, 
12; (4) mosaic warts, 5. In addition three 
other subjects had multiple flat warts. 

Tentative cure was defined as clinical 
clearing lasting for at least three to six 
weeks. The treatment was considered a fail- 
ure if there was not significant regression 
after three applications. A single applica- 
tion tentatively cured 22 of 55 ordinary 
warts, 4 of 14 palmar warts, 5 of 27 plantar 
warts, and 4 of 12 periungual warts. In 
addition two of three adult patients with 
multiple flat warts were tentatively cured 
with single applications. Our largest ex- 
perience was with ordinary warts. The 
great majority of these responded to less 


TABLE 1.—Immediate Clinical “Cure”, Lasting at 
Least Three to Six Weeks 








Not 
Clear Responsive 
PRO WORRR ce els 2 
Palmar variety.......--..--.-.- 13 1 
PaRN WTR ooo occ see 20 7 
Periungal warts. ..-......-..--.---- il 1 
MORI WEISS oo sen Sos easeeks 2 3 
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than three treatments, but two were resistant 
to multiple applications. The best results 
were with periungual warts. Considering 
their stubbornness, the tentative clearing of 
11 of 12 periungual warts by one to three 
applications seemed very encouraging. The 
achievement with plantar warts was not out- 
standing. While 5 of 27 cleared with one 
treatment, 7 were complete failures. Three 
of five patients with mosaic warts were re- 
sistant even with mere than five applications, 
Severe painful reactions occurred in four 
after the amount applied had been deliber- 
ately increased. 

A general summary of the results in all 
varieties is given in Table 1. The probabil- 
ity of cure is not clearly related to size, 
although smaller lesions do tend to respond 
more rapidly. Most responsive are upward- 
growing excrescences without deep roots, 
Deeply situated warts offer the greatest 
difficulties. 

Evaluation of long-term cures requires 
at least a six-month follow-up. These re- 
sults are given in Table 2. The relapse rate 
is certainly no greater than and perhaps is 
even less than with the usual therapies. 
Even though repeated applications may pro- 
duce severe inflammatory reactions, scarring 
does not occur. Erythema, often persistent, 
is common but eventually disappears. An 
unusual complication after the first applica- 
tion in three cases was rapid growth of the 
wart to occupy the entire blister site. A 
“doughnut” formed, with apparent central 
clearing and a peripherial ring of exuberant 
new wart. All three were startled by this, 
and one did aot return. The other two 
achieved long-term cures with further ther- 
apy. 


TABLE 2.—Data on Six Month Follow-Up 








No. 
: Followed Clear Recurred 
Plain warts 42 36 6 
S 12 12 0 
14 10 4 
9 9 0 
1 1 0 
1 1 0 
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Comment 


Obviously cantharidin is not a panacea 
for war... Like other nonspecific destruc- 
tive methods, its most effective use requires 
art, judgment, and experience. Although 
cantharidin readily lyses wart-laden cells, 
its penetration throughout the tumor is 
yariable and often incomplete. Warts 
themselves are extraordinarily variable in 
architecture and capricious in_ behavior. 
Suggestion alone is often curative. No 
treatment, therefore, can be a complete 
failure. 

The war against warts has brought forth 
the most remarkable array of imaginative 
remedies. The mechanism of some of the 
more curious ones is clearly psychic. No 
uncontrolled study, including the present 
one, can disregard the beneficent effect of 
this factor. Indeed, cantharidin, with its 
striking blistering effect, can hardly fail to 
impress the patient and may have extra 
merit on this account. 

The advantages of cantharidin therapy 
are as follows: 1. High patient acceptance— 
no knives, needles, or cauteries are bran- 
dished. The application is painless and 
requires no prior fear-provoking manipula- 
tions. 2. No residual scarring. This treat- 
ment is conservative in comparison to caustic 
chemicals and electrophysical destruction. 
3, Application is simple and not time-con- 
suming. 4. Cantharidin is cheap and stable. 
The main disadvantages are pain, tender- 
ness, and discomfort in certain persons. 

It should be noted that the formulation 
calls for cantharidin, not cantharides. Occa- 
sionally lots of the latter are completely 
inactive. The possibility of systemic poison- 
ing with topical application is remote. We 
noted no untoward constitutional reactions, 
nor are there reports of such. At one time 
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cantharidin enjoyed wide use as a counter- 
irritant. Ingestion, on the other hand, may 
produce serious systemic reactions and even 
death.2, Some persons appear to be highly 
susceptible to even small amounts. No per- 
son in his proper mind, however, could 
manage to swallow the present formulation. 
We have avoided applying cantharidin to 
the r-ucous membranes; no condylomata 
acuminata were treated. Caution is advised 
when treatment is contemplated for warts 
on or near mucous membranes. 

As regards the cure rate, cantharidin is 
certainly no more effective than other de- 
structive techniques, perhaps less so than 
electrosurgery. Its virtue lies in its sim- 
plicity and the lack of residual scarring. 
For all practical purposes, nothing happens 
to the patient while he is in the office. This 
is a special blessing in the treatment of 
children. 

Cantharidin seems a superior therapy for 
periungual warts. It is another useful tech- 
nique in ordinary warts and plantar warts, 
but we do not recommend it for mosaic 
warts. Perhaps greater effectiveness will be 
obtained by combining physical methods 
with cantharidin. 


Summary and Conclusion 


Cantharidin was evaluated as a local ther- 
apy for warts in 61 patients. It was found 
especially useful in the treatment of peri- 
ungual warts. It also has merit in selected 
cases of ordinary and plantar warts but is 
not recommended for mosaic warts. 
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Subcorneal Pustular Dermatosis 


‘CHARLES H. GREENBAUM, M.D., and JAMES B. LEE, M.D., Philadelphia 


The relationships and the individual char- 
acteristics of the bullous dermatoses have 
been the object of increasing clinical and 
microscopic study in recent years. In spite 
of progress, much remains to be learned. 
Present criteria of differentiation overlap, 
and even break down, sufficiently to make 
the atypical case the topic of prolonged dis- 
cussion. To add to this confusion, in De- 
cember, 1956, Sneddon and Wilkinson * 
described a process resembling dermatitis 
herpetiformis clinically but with differences 
which convinced them that they were observ- 
ing a hitherto undescribed entity. Because 
of the clinical and microscopic features, 
they called the disorder subcorneal pustular 
dermatosis. 

We present the case of a patient, which 
we believe to be identical to those reported 
by Sneddon, review the recent reports of 
similar cases and call attention to this 
dermatosis which, although seen and dis- 
cussed at society meetings recently, has not 
previously been treated formally in the 
American literature. 

Received for publication Nov. 6, 1957. 

Resident in Dermatology: (Dr. Greenbaum), 
Resident in Medicine (Dr. Lee), Pennsylvania 


Hospital, Departments of Dermatology and Medi- 
cine. 


Fig. 1.—Right flank, posteriorly. Hyperpig- 
mented macules with a tendency toward grouping. 





Report of a Case 


A 68-year-old white woman was in good health 
until 1954, when a pruritic eruption with a girdle- 


like distribution appeared on her abdomen. A 


diagnosis of dermatitis herpetiformis was made, 
and she was treated with sulfapyridine, with un- 
impressive results, for the next two years. During 
that time, a toxic neutropenia developed, and the 
sulfapyridine was stopped. She was then treated 
with a sulfone derivative, sodium 4,4’-diamino- 
diphenylsulfone-2-acetylsulfonamide (Promacetin), 
which was stopped because of a superimposed 
allergic dermatitis. 

An exacerbation of the dermatosis occurred in 
January, 1957, and a skin biopsy at a Philadelphia 
hospital was reported as “inflamed superficial 
epidermal vesicles consistent with acute eczematoid 
dermatitis.” The lesions were now located about 
both axillae as well as on the abdomen. They re- 
sponded well to nonspecific therapy, which included 
corticotropin (ACTH), prednisone, potassium 
chloride, whirlpool baths, permanganate baths, and 
sedation. 

She was hospitalized for the second and third 
times in a Philadelphia hospital in June, 1957, on 
the former occasion for a flare-up of the skin 
eruption and on the latter for treatment of two 
carbuncles of the neck which responded slowly 
to medical and surgical treatment. 

The patient was admitted to Pennsylvania Hos- 
pital on Aug. 26, 1957, because of persistence of 
the dermatitis, neck pain, and generalized muscle 
weakness. Past history revealed rheumatoid arth- 


Fig. 2—Left axilla. Ruptured vesicles with a 
strong tendency toward grouping. There are also 
older, hyperpigmented macules. 
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SUBCORNEAL PUSTULAR DERMATOSIS 


Fig. 3. — Low-power 
photomicrograph of pus- 
tule. The pustule is sub- 
corneal, epidermal 
changes are minimal, and 
the dermis is relatively 
clear. 


ritis of the fingers. Positive physical findings were 
limited to the skin and mucous membranes (Figs. 
1 and 2). There were grouped vesicles and pus- 
tules arranged over the abdomen, buttocks, ‘and 
lower back in a girdle-like fashion, as well as 
grouped lesions in the axillae and inframammary 
areas. The early lesions were pinhead-sized 
vesicles arranged in groups, with a surrounding 
area of erythema. Pustules of the same size were 
present, some with umbilicated centers. Breaking 
the lesions relieved the pruritus and exposed a 
red, granular base. In addition, there were many 
hyperpigmented areas on the skin of the abdomen 
and axillae, and two bluish vesicles were in the 
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oral cavity, one on the right tonsillar pillar and 
the other on the right interdental line posteriorly. 
Partially healed carbuncles were situated at the 
right hairline posteriorly and at the right upper 
sternum. Hemogram and urinalysis were normal. 
Roentgenogram of the cervical spine revealed 
moderately advanced osteoarthritis. The bone 
marrow and two-hour postprandial blood sugar 
level were not remarkable. Culture of the car- 
buncles showed hemolytic Staphylococcus pyogenes 
aureus, sensitive to chloramphenicol, nitrofurantoin, 
and novobiocin. In the biopsy specimen of skin 
there was a superficial subcorneal vesicle contain- 
ing neutrophils and protein precipitate, with neutro- 







Fig. 4. — High-power 
photomicrograph of a 
portion of the pustule 
shown in Figure 3. The 
roof is stratum corneum 
and the contents are 
neutrophils, precipitated 
protein, and debris. 











phil extension to the dermis and neighboring 
epidermis. There was mild spongiosis of the epider- 
mis, with a mild perivascular lymphocytic and 
plasma-cell infiltration of the corium (Figs. 3 and 
4). 

With chloramphenicol, in doses of 1 gm. a day, 
and warm saline soaks the carbuncles healed 
rapidly and completely. Coincidentally, there was 
resolution of the vesicular and pustular eruption; 
no new lesions appeared after two weeks of treat- 
ment. Because of a toxic neutropenia, chloram- 
phenicol was stopped after 12 days of treatment, 
and novobiocin in doses of 1 gm. a day was started. 
Local ointments and lotions—dimethisoquin (Quo- 
tane), an oxycholesterol-petrolatum ointment base 
(Aquaphor), and calamine—sedation, and general 
supportive care were used. The patient was dis- 
charged improved 22 days after admission, on 
Sept. 16, 1957. 


Review of the Literature 


In 1956, Sneddon and Wilkinson! de- 
scribed a series of seven cases of a chronic, 
recurrent, pustular eruption, clinically re- 
sembling dermatitis herpetiformis. The bi- 
opsies, however, revealed the pustules to be 
subcorneal in location, a phenomenon not 
at present generally recognized to occur in 
dermatitis herpetiformis. The pustules were 
usually sterile, filled with neutrophils, and 
showed no acantholysis. Six of their seven 
cases occurred in women over the age of 
40, the seventh case being a man. The 
eruption was composed of single and 
grouped vesicles and pustules, which showed 
a predilection for the axillae, abdomen, 
lower back, groins, and flexor aspects of 
the proximal limbs. The pustules had a 
faintly erythematous base and varied in size 
but were relatively small. They ruptured in 
several days to heal with residual hyperpig- 
mentation but no atrophy. Pruritus was 
moderate to minimal. The patients were 
otherwise found to be in good general health. 
No lesions were noted on mucous mem- 
branes. Sneddon and Wilkinson found that 
most of their patients did not respond to 
sulfapyridine, but 4,4’-diaminodiphenyl sul- 
fone (Dapsone) was sometimes effective. 
Antibiotics had no apparent effect. 

At the same time that Sneddon and Wil- 
kinson reported their work, Duperrat, 
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Liozon, and Guilane * presented a case iden- 
tical to those of Sneddon. A 41-year-old 
woman had a chronic recurrent pustular 
eruption of the axillae, abdomen, and flexor 
regions of two years’ duration. Pruritus 
was minimal, the pustule was subcorneal, 
and the-woman was in good general health, 
The authors felt that they could not classify 
their case without modifying their criteria 
for Duhring’s disease. 


In the United States, several cases closely 
resembling Sneddon’s subcorneal pustular 
dermatosis have been presented at society 
meetings, but definitive diagnoses were never 
established. Carney * presented a case of a 
41-year-old Negro woman who had a chronic 
recurrent pustular eruption of four months’ 
duration which clinically was believed to be 
dermatitis herpetiformis but also was char- 
acterized by a subcorneal pustule. In 1954, 
Cipollaro * presented a 51-year-old man who 
had a pustular eruption of the axillae, 
groins, trunk, and flexor surfaces of the 
elbows and knees of two and one-half years’ 
duration. Although pruritus was marked in 
this case, he, too, had a subcorneal pustule, 
and opinion remained divided as to whether 
the patient had pemphigus or dermatitis 
herpetiformis. Hellier,® in the same issue of 
the British Journal of Dermatology in which 
Sneddon’s work appeared, suggests that 
Sneddon’s cases are atypical forms of pus- 
tular bacterid. He cites a case of his own; 
a 54-year-old man, who had an eruption 
of the palms and soles for 10 years which 
had been diagnosed as pustular bacterid (a 
disease which is itself a controversial entity), 
suddenly developed numerous sterile sub- 
corneal pustules on the trunk. Hellier felt 
that the sterile pustules represented an “id” 
eruption and that the disorder Sneddon 
called subcorneal pustular dermatosis is a 
generalized form of pustular bacterid.. We 
disagree, feeling that the latter disease is 
essentially acral and that, the pustule is 
much deeper in the epidermis. Meara and 
Calnan * have presented two cases of their 
own which they felt were the same as those 
of Sneddon. Both patients were women in 
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SUBCORNEAL PUSTULAR DERMATOSIS 


their sixth decade who presented a recur- 
rent pustular eruption showing a predilec- 
tion for the axillae and the flexor surfaces 
of the limbs, trunk, and groins. In both 
cases, the pustules were subcorneal, sterile, 
and filled with neutrophils. The authors 
expressed the belief that what Sneddon and 
Wilkinson called subcorneal pustular derma- 
tosis is a distinct entity and should be classi- 
fied as such. 


Summary and Conclusions 


Our own case corresponds in the salient 
features with those of Sneddon and Wilkin- 
son, as well as with those cited by Duperrat 
and his group, Carney, Cipollaro, and Meara 
and Calnan. In essence, we are considering 
a disease seen predominantly in middle-aged 
women, characterized by sterile pustules and 
yesicles occurring in groups and singly, with 
a predilection for the axillae, girdle region, 
and flexor areas. The patients are in good 
general health, with little or no discomfort. 
The pustules are subcorneal and filled with 
neutrophils and: debris. 

We feel that subcorneal pustular derma- 
tosis, as first described by Sneddon and 
Wilkinson, is an uncommon disorder but not 
necessarily rare. Its clinical resemblance to 
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dermatitis herpetiformis may well have ob- 


scured its incidence. Whether subcorneal 
pustular dermatosis is a separate entity or 
an uncommon variant of dermatitis herpeti- 
formis remains for future study. If they are 
the same disease, our present concept of the 
histologic characteristics of dermatitis her- 
petiformis will have to be revised. 


Pennsylvania Hospital, Departments of Derma- 
tology and Medicine. 
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Steatocystoma Multiplex 


Providence, R. I. 


Steatocystoma multiplex is recognized as 
a clinical entity characterized by cystic le- 
sions of various sizes which arise from the 
pilosebaceous apparatus. 

Mount! gives credit to Bosellini for the 
first description of the disorder, in 1898, 
under the title of multiple follicular cuta- 
neous cysts. It has since been given a 
variety of names: sebocystomatosis, wide- 
spread trichosebaceous cystic nevus,?* and 
hereditary epidermal polycystic disease.*® 
We believe that steatocystoma multiplex is 
preferable. 

The tumors are semioval, hemispheric, or 
round and are covered by normal-appearing 
skin. They are attached to the overlying 
skin and are freely movable with it. The 
lesions are asymptomatic and when incised 


Submitted for publication Aug. 16, 1957. 

From the Department of Dermatology, Boston 
University School of Medicine (Herbert Mescon, 
M.D., Professor); Assistant Professor of 
Dermatology (Dr. Schiff), Instructor of Derma- 
tology (Dr. Kern), Clinical Professor of Derma- 
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Fig. 1 (Case 1)—Multiple sebaceous cysts, unusual in size and location. 
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yield an odorless syrupy substance which 
has chemical properties between those of 
blood lipid and depot fat.? The tumors are 
usually widespread and located mainly 
where there is lanugo hair. They may, how- 
ever, be limited to the scrotum.® 


The disorder affects young people pre- 
dominantly. Of the 17 cases reviewed by 
Mount,’ the condition began between the 
ages of 13 and 28 in 15, at age 32 in 1, and 
at age 61 in 1. Males are most often af- 
fected, the male-to-female ratio being 3:1, 

Bosellini, as a result of his studies, con- 
cluded that the cyst was formed primarily 
as a result of keratinization causing an ob- 
struction to the outflow of the material 
produced by the sebaceous glands. Others 
considered the tumors to be due to hyper- 
trophy of a portion of the sebaceous gland 
and liquefaction of the contents. Klausner ® 
maintained that there is a hereditary factor 
responsible for the development of steato- 
cystoma multiplex. Lisi? disagreed with 
the concept of retention cysts, holding that 
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STEATOCYSTOMA MULTIPLEX 


Fig. 2 (Case 1)—Low-power view of the cyst 
removed from the groin. 


they represent a nevoid type of growth on 
a hereditary basis. Sachs!° reported 10 
cases in three generations; in each instance 
the lesions were present at birth. He con- 
cluded from his histologic studies that the 
cysts arose from the pilosebaceous appa- 
ratus. A hereditary transmission was also 
observed by Ingram and Oldfield '! and by 
Noojin and Reynolds.12 They concluded 
that the disorder is transmitted as a domi- 
nant Mendelian factor. 


Report of Cases 


Case 1.—A 32-year-old white man stated that 
at the age of 17 he developed severe acne involving 
the face, chest, upper extremities, thighs, and 
back. Two years later numerous cutaneous tumors 
appeared. The growths, particularly those on the 
flexor surfaces of the extremities, gradually in- 
creased in size. An uncle had the same condition. 


Examination revealed widespread comedos, 
papules, pustules, and scars. Hundreds of doughy 
asymptomatic cystic tumors, ranging from a few 
to 20 mm. in diameter, were noted over the back, 
buttocks, upper chest, upper extremities, glans 
penis, and inner surface of the prepuce; lesions 
of 4 to 5 cm. in diameter were present on the 
lower abdomen, right crural region (Fig. 1), and 
tight cubital space. They were covered by normally 
colored skin and were semisoft in consistency. 
Aspiration of the contents of one of the tumors 
yielded an odorless syrup-like liquid. A lesion 
was excised, and microscopic sections showed a 
cyst wall containing keratinized squamous epithe- 
lium; serial sections revealed no remnants of 
sebaceous gland in the wall. 

Case 2.—A 55-year-old white woman first started 
developing asymptomatic cutaneous tumors at the 
age of 36. The presence of a similar condition 
in other members of the family was denied. Ex- 





amination disclosed: numerous comedos on the an- 
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terior chest and back. Innumerable doughy 
yellowish tumors, ranging in size from 1.5 to 2 
cm. in diameter, were present on the back, chest, 
pubic region, inner thighs, and forearms (Figs. 2 
and 3). Aspiration of the contents of a cyst yielded 
an odorless syrup-like substance. 


Summary 


Two cases of steatocystoma multiplex are 
reported. 

Theories concerning the nature of this 
disorder are reviewed. 

The available evidence indicates a prob- 
able hereditary transmission. Whether the 
transmitted factor is a tendency toward re- 
tention within the pilosebaceous structure 
or a tendency toward new nevoid growths 
is not definitely known. The clinical and 
histologic features of the two cases that 
we have reported support the retention 
theory. 

351 Armistice Blvd., Pawtucket, R. I. 


Fig. 3 (Case 2).—Multiple sebaceous cysts of 
unusual distribution. 
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Oklahoma City 


Since the publication of the paper of 
Lamb, Jones, and Maxwell? on solar der- 
matitis there have been inquiries in regard 
to the case reported whose colored photo- 
graphs showed severe erythema perstans 
from fluorescent lighting and to the possi- 
bility that blue-light sensitivity might ac- 
count for some of those cases of polymorphic 
light eruptions which do not seem to im- 
prove with use of the antimalarials. 

McNairy * queried how to proceed with 

an erythematous type of polymorphic light- 
sensitive eruption in an 18-year-old girl, a 
rather severe asthmatic who was being 
maintained with 15 mg. prednisone ( Meti- 
corten). When she was first seen she ex- 
hibited a cutaneous sun reaction of one 
year’s duration. The reaction consisted of 
an erythema which appeared on all exposed 
areas within a minute of even the briefest 
sun exposure. Five seconds would produce 
a reaction. Cutaneous testing produced no 
immediate reaction to cold-quartz, and only 
a very mild one to average erythema doses 
of hot-quartz, vapor lamps. Skolex (sun- 
protective ointment containing aminobenzoic 
acid) blocked the ‘reaction to hot quartz 
but had no effect on sun exposure. No 
reaction resulted from infrared. Examina- 
tion otherwise was normal, and, except for 
a high degree of unhappiness, no unusual 
factors beyond the asthma were evident. 
Urine was negative for porphyrins. 
Dr. Arthur Schoch* asked: “What are 
the active wave lengths from fluorescent 
tubes before and after placing frosted glass 
in front of them? Will patients sensitive to 
the light of fluorescent lighting be safe with 
the protection of a frosted glass bowl 
under the fixture?” 
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Sensitivity to Fluorescent (Blue-Green) Light 
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Dr. Eugene Schoch* reported a case of 
a woman, aged 32 years, with a polymorphic 
eczematous plaque across the nose, who 
fails to improve with use of sunscreens, 
chloroquine, hydroxychloroquine (Plaque- 
nil), and Winthrop’s triple antimalarial 
preparation—chloroquine (Aralen), hy- 
droxychloroquine (Plaquenil), and quina- 
crine (Atabrine). Why? Cutaneous testing 
produced no immediate reaction to cold- 
quartz light (exposure time was not given) 
and only a mild reaction to hot-quartz-vapor 
light (erythema doses for the average pa- 
tient); there was no reaction to infrared. 
Skolex protected the patient from the reac- 
tion to hot quartz. Where do we go from 
here? 

All of these inquiries seemed to empha- 
size the point that there must be a longer 
wavelength of light which might be a poten- 
tial action spectrum in certain light-sensitive 
eruptions which the antimalarials fail to 
improve and against which the sun-screen- 
ing ointments do not seem to be a safe- 
guard. Exposure to fluorescent lighting as 
a possible etiologic agent in the polymorphic 
light-sensitive eruptions has been mentioned 
in our previous publications. The relatively 
small amounts of active ultraviolet irradia- 
tion from these lights made some observers 
dubious of any ill effects from this light 
source. It is felt that a thorough presenta- 
tion and discussion of these rare forms of 
light sensitivity should be presented. 


Facts about Generation of Fluorescent 
Light 5 
In order to understand the nature of the 
light emitted from an ordinary fluorescent 
light it is well to understand also more 
about the operations of the fluorescent tube. 
The characteristics of an 80-watt fluorescent 
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lamp may be summarized as _ follows: 
length 5 ft., diameter 1 or 1% in., power 
consumption 80 watts, normal current 0.8 
amp., lamp voltage 110 volts. 

The lamp electrodes are formed of a coil 
of fairly thick tungsten wire coated with 
material which emits electrons freely when 
heated. Preheating of the electrodes takes 
place for about two seconds after the lamp 
is switched on. A current of about 1.3 amp. 
flows through them during this period, rais- 
ing them to a cherry-red heat, in which 
condition they are capable of handling 
without damage the discharge current of 
0.8 amp. as soon as the main discharge is 
struck. The starting current sets up a po- 
tential difference of about 10 volts across 
the ends of each electrode. This voltage, 
although low, is sufficient to cause ionization 
in the immediate neighborhood of the elec- 
trode, and a small amount of ultraviolet 
radiation is generated which is sufficient to 
cause the fluorescent powder near the ends 
of the tube to glow. The ionization occur- 
ring in the region of the electrodes also 
assists in the striking of the main discharge 
and makes this striking more certain. A 
flat metal plate is attached to each end of 
each electrode to serve as a collector during 
the A. C. half-cycle in which the electrode 
to which it is connected is acting as the 
anode, thus avoiding overheating which 
might cause the active material on the elec- 
trode to evaporate and disperse. 

Heating of the activated electrodes also 
facilitates the operation of the tubes on or- 
dinary main voltages, since the copious 
emission of electrons reduces the voltage re- 
quired in the immediate neighborhood of the 
electrodes and thus obviates the necessity 
for a step-up transformer such as is re- 
quired with cold cathode tubes. 


The Discharge Arc 


The gaseous filling of the tube consists 
of argon at a pressure of few millimeters 
to start the discharge and mercury vapor at 
a few thousandths of a millimeter pressure 
to produce the ultraviolet radiation, prin- 
cipally of a wavelength of 2537 A. units, 
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which excites the fluorescent coating to 
luminescence. Tube dimensions and operat- 
ing conditions are designed to achieve the 
optimum production of light. Abnormal 
operation conditions which result in a change 
of pressure in the tube will have the effect 
of varying the energy emitted at 2537 A, 
thereby altering the quantity of light, since 
the fluorescent powders are most strongly 
excited by this particular radiation. A small 
amount of argon is introduced into the 
tube to assist in starting the discharge, in 
particular by ionization of the argon during 
the preheating of the electrodes. No light 
is received from the argon while the tube 
is operating normally. 


The Fluorescent Coating 


The fluorescent coating consists of a very 
fine mixture of powders, each of which is 
strongly excited by the 2537 A. resonance 
of the mercury discharge. Various powders 
are available which fluoresce with charac- 
teristic colors, i.e., cadmium phosphate, 
chlorophosphate, or borate, which fluoresce 
red; zinc beryllium silicate, which fluoresces 
orange or yellow; zinc silicate, green, and 
magnesium tungstate, blue. 

If white light is required, as in the British 
“daylight” lamp, a selection is made of suit- 
able powders, the proportions being adjusted 
so that light of the desired quality is ob- 
tained. 


Natural Daylight and the Daylight Lamp 

The color quality of natural dayligit 
varies from day to day and minute to 
minute, and it is therefore unwise to state 
that any particular source of artificial light 
“matches daylight.” It is, however, a fact 
that the light from the 80-watt “daylight” 
lamp very closely resembles the light re- 
ceived from the sun on a clear June day. 
Figure 1 shows how nearly the constitutent 
colors of each kind of light agree. 


Safe Nature of the Radiation 
The 2537 A. radiation so strongly gener- 
ated within the tube is very active biologic- 


ally, and fear has been often expressed that 
some harm may be caused by this radiation 
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80 watt fluorescent light (Atkinson °). 


escaping from the lamp. The whole object 
of the fluorescent coating, however, is to 
absorb this radiation, and it does that very 
effectively; any such rays which happen to 
penetrate the fluorescent coating then strike 
the glass wall of the tube, which is opaque 
to radiation at this wavelength. Thus, there 
is a double barrier to the passage of 
biologically active radiation and the lamp is 
perfectly safe to use, the small quantity of 
harmless long-wave ultraviolet which escapes 
being approximately equal in amount to that 
of equivalent incandescent lamps. In other 
words, for most practical purposes it can be 
ignored. However, in the field of light- 
sensitizing dermatoses the blue light may be 
of etiologic importance and may offer ex- 
planation of some unusual recurence of a 
light urticaria or a polymorphic light-sen- 
sitive eruption or lupus erythematosus in 
which the blue light could be an elicitor. 
Also, because of the slight amount of heat 
generated by fluorescent lights, they are 
placed much closer to the persons using 
them, and this can account for the reported 
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Fig. 1—Comparison of the portion of colored light of June sunlight at noon to “daylight” 


allergy to this blue-light source in contra- 
distinction to incandescent lights, which, 
because of the heat, are placed at greater 
distances, 


Report of Cases 


The Table summarizes the cases of light- 
sensitive eruptions (erythematous type) pre- 
sented so far in the literature in which 
fluorescent lighting has been suggested as 
the etiologic agent, with the addition of our 
first three cases. The last patient studied 
will be reported in full. 

A white female school teacher, 45 years of age, 
was first seen by us on March 22, 1957, complain- 
ing of a severe persistent erythema of the light- 
exposed areas of the face, neck, arms, and legs 
up to the knees. She stated that she had been 
perfectly well except for hot flashes and nervous- 
ness which had accompanied her menopause. She 
had received estrogens parenterally every three 
or four weeks, which seemed to abate her mild 
menopausal symptoms very satisfactorily. In the 
latter weeks of December, 1956, she took a motor 
trip in a new car which had antiglare, bluish- 
violet pigments incorporated in the windshield. 
After several hours of driving, her face and neck 
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Summary of Cases of Light-Sensitive Eruption 











Case Sex Age Occupation 
1. James¢ F 21 Indoor worker 
2. James* F 27 Indoor worker 
3. Bresler? F apd of penicillin 
filling room 
4. Lambet al. F 44 Bookkeeper 
(first case) 
5. Lamb etal. M 51 County treasurer 
(second case) 
6. Lamb et al. F 49 Works indoors from 
(third case) 7 a.m. to 6 p.m. daily 


excepting Sundays 


History 


Dermatitis of 3 wk. duration on eyelids and face progressively 

became worse; patient stopped working and eruption cleared; ney 

fluorencent light installed 3 wk. prior to start of dermatitis; sing), 

Ft ga daylight fluorescent light mounted 3 ft. above patient’; 
es! 


Dermatitis involving face, back of neck, and eyelids following 
installation of four 40-watt daylight fluorescent tubes at 91 ff, 
above the floor; 3 units were above and 1 was at patient's back 


All the group worked inside sterile filing cabinet with one 20-watt 
Y han ee tube, uncovered, 10 to 14 in. from operators, for 
um ion 


In Sept., 1949, immediately after installation of two 40-watt fluo 
rescent lights at 3} ft. above patient’s desk, she noticed burning 
of face, neck, and arms 


Noticed eruption on light-exposed areas while hunting, in Noy,, 
1949; was advised that this was solar dermatitis; in Dec., 1949, new 
fluorescent Lo negra was installed in patient’s office; he again de. 
veloped s eruption which persisted, temp. 99 to 101; past 
history revealed similar eruption 2 yr. before, while patient was 
taking sulfanilamide; patient noticed that eruption was intensified 
after oral medication with antihistamine cold tablets 


On Feb. 10, 1950, patient noticed eruption after installation of 
new fluorescent light; works under lights all day; duration: 11 mo, 





began to burn and she noticed a redness in these 
areas. This phenomenon occurred each time she 
rode in the new car. She consulted an allergist 
in Fort Smith, Ark., who tested her to plastics 
and nylon samples from the upholstering; these 
tests were negative. During January, 1957, when 
she walked home from school for lunch she 
noticed severe burning of the exposed areas of her 
skin, with the same persistent redness. When she 
returned to school, the erythema subsided in a 
short period of time; however, each day she noted 
that the redness and burning remained a little 
longer. During February, 1957, she also became 
aware that after her 30-minute toilette in the bath- 
room she had the same symptoms. The mirror 
around the medicine cabinet had fluorescent lights 
placed on each side; white fluorescent bulbs were 
used in these fixtures. She again consulted the 
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allergist, who had in the meantime seen the report 
of Lamb et al... and he made the diagnosis of a 
blue-light sensitivity. He prescribed hydroxy- 
chloroquine, 400 mg. once daily, and a_ light- 
screening ointment (A-Fil, containing methyl 
anthranalate), without any appreciable improve- 
ment. After several weeks he changed the medica- 
tion to another antimalarial, i. e., chloroquine, 250 
mg. b. i. d., and still the patient showed little 
improvement. She became nauseated and extremely 
nervous from the latter drug, which was’ discon- 
tinued. When examined by us on March 22, 1957, 
she ‘had no complaints of muscle weakness, joint 
pain, or fever. The skin on the arms and below 
the knees showed a deep red erythema, with 
definite lines of demarcation on the arms where 
the coat sleeves protected her from sunlight. The 
neck was surrounded by a poikiloderma-like lace- 
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tion | (Erythematous Type) Due to Fluorescent Lighting 

Clinical Description Laboratory Tests Light Tests Treatment 
sively | No extensive description Returned to work aftererup- Complete removal of fluorescent 
|; new 9 except patient is brunette and tion had improved, with im- light above patient’s desk resulted 
single | had always tolerated sun- mediate recurrence of erup- in a cure 


ient’s J light 


} Blonde, with thin skin; 

Me sensitivity to sunlight 

ack exposure 

watt | Redness, dryness, and itching 

3, for | of forearms, arms, and ex- 
posed areas of neck 

flu) § Erythematous urticarial 

ning ion on face and neck, 

rye ghey | after 

aking houts; : a ery- 
thema perstans 

ov,, § Multiform bluish-red urti- 

new f carial oc aoe-9 of face, neck, 

de § dorsa, of hands; final 

ast ff diagnosis : erythematous type 

was § ofsolar dermatitis 

fied 


of Has thickened erythematous 
no, scaly dermatitis on 
cheeks ag erm, fs 

A.M. A. Arcs. Sate. 
ws 171-181, oe! Fig. 5) 
and back (Fig. 3) 





RBC normal; WBC normal; 
sedimentation rate normal 


RBC normal; WBC 4,900; 
rotein 6.85 gm. per 100 
ec.; albumin 4.05 gm. per 
100 ec.; globulin 2.80 gm. per 
100 cc.; sed. rate 2.5 mm.; 
eile count 83,000,000/m! 
=. neck compatible 
except for para- 
pasate of e) 3 "ag 
17-ketosteroi 


Feb. 10, 1950: RBC 3,810,000, 
WBC 4300; biopsy com- 
tue a with L. E.; hyper- 

0 parakeratos tosis; 
follicular’ using, atrophy 
of epithelium; liquefaction 
degeneration of basal cells; 
lymphocytic infiltrate; 
perivascular and appenda- 
geal; basophilic degeneration 
of collagen of upper dermis 


tion; worked without fluores- 
cent light and eruption 
completely cleared; skin was 
normal for 3 wk.; again 
worked under fluorescent 
light for one-half day and 
again had severe recurrence 


No tests of light source 
performed 


No tests of light source 
performed 


No tests 


No light tests performed 
_— of fear of subacute 


Feb. 10, 1950: U. V. test, 
cold quartz 2 min. ,18 in. 
distance to circular aperture 
3-in. in diameter; severe reac- 
tion urticaria, almost vesicu- 
lation; pathological sunburn 


April 5, 1950: two 15-watt 
fluorescent lights 12 in. dis- 
tance (white); 10 min. expo- 
sure with circular aperture 

3 in. in diameter; in 2% min. 


Was moved to another office with 
fewer lights; applied tannic acid so- 
lution and wore Polaroid glasses; 
eruption completely cleared 


Because of close og roximity of bulbs 
there was enough ultraviolet light 
emitted to produce an erythema- 
tous light eruption; 4 in. plate 
glass shield was constructed and 
installed about the offending tube 
in the re a cabinet, and operators 
were entirely cured of dermatitis; 
this proved to be sunburn reaction 
of 2800-3100 A., since glass cut out 
the offending wave lengths 


Testosterone, 50 mg. twice weekly 
for 4 wk. and removal of the fluores- 
cent lights; entirely cured, no recur- 
rence to date 


Hospitalized in dark room; testo- 
sterone, 50 mg. I. M. twice weekly; 
crude liver, 10 international units/ 
ec. I, M. 2 cc. weekly; improved in 
a week, entirely well in 6 wk.; re- 
moved all fluorescent lighting from 
= has remained entirely well to 
ate 


Equine gonadotropin (Gonadogen) 
400 international units daily for 3 
mo.; 3 mo. rest from work; antihis- 
tamine I. V. sinuses opened and 
drained 


Menopause occurred; has been well 
for 5 yr. 









noted itching and stinging; 
in 10 min. had erythema and 
4+ urticarial reaction local- 
ized to test site 





work similar to that described by Civatte. Both 
cheeks showed a definite persistent erythema. 
Allergy Tests to Fluorescent Light—Two 5-watt 
fluorescent lights (white bulb type) were used in 
the first test. A rectangular 34 in. opening was 
made in several thicknesses of towels over the left 
scapular region. The light was applied at a distance 
of 6 in. In nine minutes a faint patchy erythema 
was noted. At the end of 15 minutes a 4+ immedi- 
ate erythematous reaction was noted, with urticaria 
and severe itching. No generalized symptoms were 
manifest, but because of this severe local reaction 
the aperture for the second test was cut to 2X3 
in. in the middle scapular region. With use of the 
Same light source, a window glass of 2 mm. 
thickness was placed over the test site and the 
Same exposure time given at the same distance. 
No erythema was noted until 12 minutes later. 


Lamb et al. 


The itching and burning were minimal, but at 
the end of 15 minutes’ exposure erythema was 
present in one-half intensity. Again with use of 
the same light source and at the same distance a 
third test site was selected on the right scapular 
region and the aperture widened again to 3X4 in. 
This time a frosted glass of 2 mm. thickness was 
used to cover the aperture. At the end of 15 
minutes’ exposure only a faint immediate erythema 
was elicited. However, there was a delayed reac- 
tion in 10 minutes equal to the previous 2+ 
erythema reaction. For the fourth test a 500-watt 
incandescent light of the projection type was used. 
The known range of this light source is 4000 A. 
to 7000 A. The light source was 19 in. from the 
skin, and an electric fan was placed 2 ft. away to 
keep the skin cool and not allow a heat reaction. 
There was an immediate urticarial reaction after 
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8 minutes’ exposure to the light, and in 15 minutes 
there was a 4+ reaction with a triple response 
of Lewis. Five patients with polymorphic light 
eruption were tested with a similar set-up. They 
showed no reaction, neither a heat response, 
erythema, nor urticaria. The addition of the frosted 
window glass failed to decrease the reaction to this 
more powerful light source. Skol (a preparation 
containing aminobenzoic acid) was placed over the 
skin (absorption spectrim 2500 A. to 3200 A.) 
exposed to both fluorescent light and incandescent 
light.. It failed to cause any appreciable change 
in the erythematous reaction to these sources of 
blue-green light. 

Passive Transfer.—The patient’s serum was 
transferred to a normal subject who was not sensi- 
tive to light. Both fluorescent light and the 
projection incandescent light gave negative results 
on an area in which the serum was transferred. 
After four months of therapy with testosterone the 
patient’s skin became tanned, and on July 15, 1957, 
all tests to blue light were negative. 


Comment 


In by far the greater percentage of cases 
of solar erythema previously reported in 
which light tests have been elicited the 
action spectrum was below 3900 A. Cahn 
et al.8 exposed 17 patients with poly- 
morphous light eruptions, 4 of whom had 
subacute lupus erythematosus (borderline 
erythema solare group), to a 250-watt Mazda 
bulb at 75 cm. distance for 15 minutes, 
with only transient erythema similar to that 
shown by patients in a control group result- 
ing. 

Kesten ® presented three cases of erythema 
solare in which the action spectrum was 
proved to be 3200 A. in the first case, 
3500 A., in the second case, and 3900 A., 
in the third case. 

Previous reports in the literature of sen- 
sitivity to fluorescent lights are apparently 
valid examples of photoallergy. James ® re- 
ported the first two cases that were true 
instances of an erythematous type of erup- 
tion produced by visible light. In this re- 
port he stated that the principal output of 
these bulbs as given by the manufacturers 
in ohms was as follows: 
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below 2800 A. ultraviolet 0.01 
3200 A.—3800 A. ultraviolet 0.1 
3800 A.—5000 A. ultraviolet 1.0 zs 
5000 A.—6000 A. visible light 3.4 . 


6000 A.—7000 A. infrared visible light 3.0 ‘ 

This must be somewhat in error, since 
the ultraviolet spectrum is considered ended 
at 4000 A. and the violet and blue light is 
from 4000 A. to 5000 A. However, it 
corresponds fairly well with Figure 1 in 
which the greater output of the fluorescent 
light was in the spectral range of 4000 A 
to 7000 A. (visible light). 

Bresler’s * cases showed sensitivity to the 
minimal amounts of short-wave ultraviolet 
light emitted at a very close distance from 
the skin, and they were protected by the 
use of clear glass of % in. thickness placed 
between the light source and the patient's 
skin. These were cases of sensitivity to 
ultraviolet light and not to blue-green light. 

Two of our cases described were given 
tests to fluorescent lights, and each gave a 
4+ erythematous whealing and itching reac- 
tion. Therapy in our cases consisted of 
testosterone, 50 mg. to 10 mg. injections 
at weekly intervals, with removal of the 
fluorescent light sources. 

These cases are rare examples of sen- 
sitivity to visible light in the 4000 A. to 
7000 A. spectral band, but with the popu- 
larity of fluorescent lighting it behooves 
the dermatologist to be cognizant of its 
photosensitizing action in erythema solare, 
subacute lupus erythematosis, and polymor- 
phic light eruptions that fail to clear with 
the antimalarials. These drugs seem to 
protect the patients from the action spectrum 
approximately at the end of the sunburn 
spectrum, 3100 A. to approximately 3600 A. 
Several cases of plaque-like light-sensitive 
eruptions have been cleared by treatment 
with chloroquine, but there are still have 
sunburn reactions in the light-exposed areas 
of the skin. 


Summary and Conclusions 


Frosted glass, 2 mm. in_ thickness, 
diminished the intensity of the immediate 
erythematous reaction to fluorescent lights 
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‘ase 1). —The illustration shows the 
hese edematous appearance of the 


Fig. 6 (Case 4).—Erythema produced by two 
5-watt fluorescent bulbs at 6 in. distance; time, 
15 minutes. 


and urticarial le- 
of fac d neck ate Satetienon of new 
; escent lights. 


3 (Case2).—Demarcated erythema on 
th z a from exposure to fluorescent lights. 
while leaning over counter to make out charge’ 


tickets and display goods. Note protection af- 
-forded by hair worn in long “page boy” bob. 


Fig. 5 (Case 4.— ~_ 
exposed areas of arms. 


Fig. 7 (Case 4).—Urticarial reaction, erythe- 
ma, and flare with 500-watt incandescent light, 
projector type; time, 15 minutes. 














SENSITIVITY TO FLUORESCENT LIGHT 


in one case, but there was a delayed response 
of modified intensity in the following 10 
minutes. 

An increase in the distance of the fluo- 
rescent lighting from the subject may offer 
protection to the sensitive person. 

Four cases of erythema perstans type of 
sensitivity to visible light in the spectral 
range of 4000 A. to 7000 A. are reported. 
Therapy in three cases consisted of removal 
of the source of light and the parenteral 
use of testosterone propionate. 

The Chemical Publishing Company, Inc., Brook- 
lyn, and A. D. S. Atkinson, author of the mono- 
graph “Fluorescent Lighting” gave us permission 
to quote portions of Atkinson’s treatise and to use 
Figure 1 from that publication. Schering Corpora- 
tion, Bloomfield, N. J., provided the page of color 
reproductions. 

Medical Arts Building (2). 
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Ring Dermatitis 


Primary Irritation from the Action of Salt on Jewelry Alloys 


L. EDWARD GAUL, M.D., Evansville, Ind. 


A complaint from many people is the 
tendency to develop irritations under and 
around their rings. Hot weather, with as- 
sociated sweating, is an important factor in 
the appearance of such irritation. Rings 
are not the only source of complaints. Other 
kinds of jewelry, metal ornaments, fasteners, 
and pins are just as likely to produce irrita- 
tions. Dermatitis from rings has been of 
special interest because of “he prevalence of 
hand eczema. Quite often the initial site is 
the ring finger. When a rash appears on 
the left fourth finger, a number of patients 
change the ring to the right fourth finger 
and forthwith present a dermatitis on both 
hands. Sometimes the duration of a hand 
eruption dates back to a class ring worn in 
the early teens. Of added import is the fact 
that every year a fair number of patients 
experience a spreading dermatitis whose 
origin was overtreatment of a rash on the 
ring finger.! A recurring or chronic derma- 
titis is always good soil for the development 
of broader sensitization. 

An eruption on the ring finger would 
seem to have a fairly simple etiology. It 
begins in such close proximity to alloys that 
some metal must be at fault. Efforts to 
prove this by patch test have not been 
wholly successful. Gold and silver rings 
have been patch-tested on the forearms. 
The centers of rings have been packed with 
filter paper disks that were saturated with 
soap, detergents, acetic acid, ammonia, salt, 
and bleach solutions, all in proper concentra- 
tions, but no positive test was obtained. 
Debris has been scraped from under ring 
settings, and disks of pure metal or alloys 
were tested. Metal disks in contact with each 
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other and alloys in contact with each other 
to simulate galvanic reactions have been 
tested without results; 1% solutions of 
metal ions have been patch-tested without 
confirmation of sensitivity in ring derma- 
titis. Test sites on the forearm have been 
immersed in hot, cold, and ice water; they 
were exposed to sunlight; mechanical fric- 
tion was induced, but there was no reproduc- 
tion of the dermatitis. These findings led to 
the conclusion that a rash on the ring finger 
may be a primary irritation. It should not 
be concluded that metal sensitivity is un- 
common in hand dermatitis.” 


Plan of Study 

Every patient with a ring dermatitis was 
questioned at length about the onset circum- 
stances. One day a young mother under 
care for a right hand dermatitis complained 
about a rash under the ring on the left hand. 
At the time of onset, she had cold-packed 
mixed vegetables. The right hand was in a 
cotton glove, and so she used the left hand 
to transfer bulk salt to each jar. During the 
same evening, the rash appeared under the 
ring. The corrosive action of salt on metals 
and alloys immediately came under suspicion. 
The desire to test patients, however, was 
tempered by a memory of a previous case. 
Several years earlier there was added to 
one edge of a series of 1 cm. metal squares 
used for performing patch tests on the pa- 
tient the amount of salt conveniently trans- 
ferred on the broad tip of a toothpick. 
Symptoms developed in about 12 hours. The 
patch was removed from the back of the 
patient by his wife. The tests were read 15 
hours later, and at the copper site was a 
patch of weeping dermatitis, some 3 cm. in 
diameter. He mentioned that his wife 
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RING DERMATITIS 


thought that the area looked like a burn. 
Fortunately, the reaction healed in about 
three weeks, but the experience led to the 
use of volunteers rather than patients. 

Samples representing the composition of ring 
jewelry were prepared by a local manufacturer. 
They were doughnut-shaped, measuring 1 cm. in 
diameter; the central opening was 5 mm. and the 
thickness about 0.5 mm. They were the same gen- 
eral shape as rings but flattened, like washers. 
Two sets of samples were made. Each specimen 
was polished to a high luster to obtain the natural, 
untarnished color and to remove sharp edges or 
spurs. They were stored in stopper bottles and 
kept in the compartments of a plastic ice cube tray. 
Before the tests, their color and smoothness were 
noted with a hand lens. Changes in chemical and 
physical properties were recorded as each patch 
was removed from the subject. Then the set was 
cleaned and polished before the next subject was 
tested. 

The volunteers were all white. They were a 
man aged 52, normal skin; a woman aged 4/7, 
normal skin but sensitive to Rhus; a woman aged 
42, normal skin; a woman aged 32, normal skin; a 
boy aged 15, normal skin but sensitive to Rhus; a 
girl aged 12, normal skin; a boy aged 5, normal 
skin, and a man aged 48, recovering from an 
extensive therapeutic dermatitis. The flexor sur- 
faces of the arm or forearm were the most fre- 
quent testing sites. The patches were left in place 
24 to 48 hours. Any symptoms prompted the re- 
moval of all patches. The tests were completed 
without incident; symptoms were definite but not 
unusual. All positive tests healed uneventfully. 


Cation and Anion Action on 
Normal Skin and Adhesive 
The subjects were patch-tested with 
aqueous gold chloride, 1%; freshly prepared 
silver nitrate, 1%; copper sulfate, 10%, 
and nickel sulfate, 1%. There were no 
cation or anion reactions, which indicated 
that the subjects were not sensitive to the 
materials. The 5-year-old boy showed a 
follicular prominence to the tests with gold 
and silver. There was no erythema and no 
pruritus. Dry table salt was placed on the 
skin in doses of 3 to 5 mg. and covered with 
a patch. The moisture under the patch 
dissolved the salt; even in this saturated 
State there was no irritation from sodium 
or chloride ions. The absence of symptoms 
is remarkable when the action of salt in 
minor cuts is remembered. 
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Gold chloride solution is light yellow. It 
stains the skin a deep purple and also stains 
the patch test adhesive (elastoplast) a simi- 
lar shade. Silver nitrate solution is colorless 
when freshly prepared. It discolors the skin 
and adhesive a brownish black. After a few 
days, the stains on the skin become less 
distinct, the silver being hardly distinguish- 
able from the gold. The discolorations linger 
a week or longer. Copper sulfate solution is 
blue, and the concentration reflects the depth 
of color. It does not stain the skin, but it 
colors the adhesive a beautiful coral. Occa- 
sionally a bluish deposit is noted around the 
hair follicles from patch testing. Nickel 
sulfate solution is light green. It does not 
stain -the skin or adhesive. These color 
characteristics of cations provide useful data 
for following physical and chemical changes 
as well as for identification of metals. Elas- 
toplast may have a chemical composition 
that makes it a sensitive indicator for the 
presence of copper ions. A coral stain is 
seen in dilutions of copper sulfate up to 
1:50,000. A patch test is not necessary to 
induce the color. Sensitivity tests were made 
by allowing filter paper squares moistened 
with dilutions of copper sulfate to air-dry on 
a strip of elastoplast. 


Action of Jewelry Metal on 
Normal Skin and Adhesive 

The findings for eight subjects are sum- 
marized in Table 1. Twenty-four-carat gold 
did not discolor the tape. It showed no 
corrosion and no reaction on the skin. Silver 
containing about 2% copper stained the 
tape a coral shade in six subjects, and one of 
the samples showed a brownish mottling. 
There were no cutaneous reactions. Silver 
from another source, and alleged to be pure, 
did not stain the tape. Apparently when 
silver has an alloy of copper the chemical 
activity of copper is not altered or may even 
be enhanced. Cellophane disks do not pre- 
vent the coral staining; the cations seemingly 
penetrate it with ease. Copper stained the 
tape a deep coral in every test. Corrosion 
also took place. The luster of bright copper 
changed to a dull burnt red, especially on 
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TABLE 1—Jewelry Metal Patch Tests on Normal Skin of Eight Subjects 
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Testing Samples 


ey 





Silver, 900 
Gold, Fineness 
Pure (87.5% Ag, 
2.5 () Cu) 
Tape coloring 6 
Greenish deposit on tape 
Metal corrosion 1 
Greenish sper on metal 


Reaction: 
Greenteh roe on skin 


Gold, Nickel Silv val 
Copper, Nickel, 10-Carat Silver Coppe 
Pure Pure (9 Parts Ag, (75% Ni, (60% A ret 
5 PartsCu) 25% Cu) 40% Cu) 
8 4 8 
6 
8 8 
6 4 
6 4 





the surface contacting the skin. In six of the 
samples, a small greenish deposit dotted 
the metal surface next to the skin. A hand 
lens aided detection. There were no cutane- 
ous reactions, but a greenish deposit, espe- 
cially around the hair follicle, was seen on 
the skin in six subjects. Pure nickel seemed 
completely inert. Ten-carat gold stained the 
tape coral in four subjects. There was no 
corrosion and no reaction on the skin. The 
quantity of copper in 10-carat gold was 20%, 
yet there were not as many tape stains as in 
the silver with 2% copper. Gold alone, or 
gold and silver together, appear to retard 
copper reactivity. Nickel silver proved as 
inert as pure nickel. Note in Table 1 that 
the alloy contains no silver. A 25% content 
of copper was less reactive than a 2% 
copper in silver. Nickel seemingly inhibits 
copper reactivity. Silver copper was as re- 
active as pure copper, consistently staining 
the tape coral. The sample changed from 
a lustrous silvery gold hue to a dark brown- 
ish mottling. Four samples showed pin- 
point, light greenish encrustations; in four 
subjects, these same samples left a greenish 
deposit on the skin, 

Conclusions.—Copper and. copper alloy in 
silver are easily oxidized by patch-testing 


on normal skin. Salt residues on the skin 
surface seem to attack copper, probably in 
its oxidized state, to form colored salts, 
Copper, the oxides, and the formation of a 
colored salt did not produce irritation of the 
normal skin. 


Action of Jewelry Metal with 
Salt on the Skin 

These tests were carried out in the same 
manner as were the tests described above. 
The opposite extremity was used. In the 
central opening of the samples there was 
placed a sprinkling of table salt... The quan- 
tity added was about 3 to 5 mg. The broad 
tip of a toothpick proved a convenient means 
of transferring and estimating the amount. 
There is no intention to presume that salt 
is present under a ring at the time an 
irritation develops. The testing procedure | | 
is merely an attempt to ascertain any irrita- 
tion that might occur if jewelry metal and 
salt were brought into intimate contact with 
the skin. The results are tabulated in 
Table 2. 

Twenty-four-carat gold remained seem- 
ingly inert in the presence of salt. There 
was no stain on the adhesive, nor was any 


corrosion noted. The 12-year-old girl de- | ‘ 

















TABLE 2. ditt Metal Patch Tests with Salt on Normal Skin 7 E aon saber ts 
Testing Samples | 
Silver, 900 Gold, Nickel Silver ( 
Gold,* Fineness Copper, Nickel, 10-Carat f Silver Copper ¢ 
Pure Groh, Ag, Pure Pure (9 Parts Ag, (75% Ni, (60% Ag, I 
2.5% Cu) 5 PartsCu) 25% Cu) 40% Cu) , 
Tape coloring 8 8 2 7 
Greenish deposit on tape 6 7 ( 
Metal corrosion 8 8 7 
Greenish Gopeait on metal 6 8 6 | 
Reactions 1 5 7 1 7 
Greenish color on skin 6 8 7 1 
q 
* Pure gold not tested in one subject. 
+t One sample 10-carat lost. ( 
} One sample silver copper lost. 
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RING DERMATITIS 


veloped a follicular erythema, delayed 48 
hours, which persisted for several days. 
There was no pruritus. Silver containing 
copper stained the adhesive coral when the 
tests were done on flexor skin, but on the 
extensor surface there was no such reaction. 
Salt had a strong corrosive action on these 
samples, causing a brownish mottling in all 
subjects. Greenish  encrustations, 
visible, were noted on six samples on the 
surface next to the skin. Five subjects 
developed a reaction consisting of bright 
erythema usually flaring out from the area 
of metal contact. One subject had no re- 
action in the presence of a bluish deposit 
on the skin at the test site. Five subjects 
noted some itching, and the samples on these 
subjects always showed the greenish deposit. 


easily 


Copper was most reactive. It stained the 
tape a deep coral. Six subjects had a crust 
of greenish deposit on the patch. Every 
sample was heavily corroded, brick red with 
brownish mottling; scattered over the sur- 
face next to the skin were greenish cones, 
looking like miniature volcanoes. Seven 
positive tests developed. The refractoriness 
of one subject is hard to explain. The ery- 
thema had a purplish hue, as if a mild 
purpuric change had occurred. Every sub- 
ject had a greenish deposit discoloring the 
reaction site. One subject proved the excep- 
tion; there was a greenish deposit but no 
reaction. Four subjects had to have the test 
patches removed because of itching and 
burning; one of these patches was removed 
within four hours. Pure nickel was inert to 
salt action. This was an unexpected finding 
and provides a good comparison with copper. 
At this point, it is clear that different alloy- 
ing metals might be responsible for chang- 
ing the reactive pattern when such alloys 
contact the skin. In fact, one alloying 
metal could even induce sensitization to an- 
other alloy because of the order of reactivity 
of metals. Ten-carat gold turned the ad- 
hesive coral in two cases, showing less 
reactivity than on normal skin. None of the 
samples were corroded. This is more evi- 
dence that perhaps gold or gold and silver 
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together inhibit copper reactivity. Another 
anion, phosphate or sulfate, for example, 
could enhance the reaction. 
An abundance of chloride ions did not 
seem to affect the 10-carat gold. One sub- 
ject, the girl aged 12, showed a delayed 
follicular erythema. The reason for this 
reaction is as obscure as is the absence of 
reactions to 10-carat gold. 


conceivably 


Nickel silver, actually a nickel and copper 
alloy (Table 1), proved to be a double sur- 
prise when the data were tabulated. It was 
thought, as the name implies, that the sample 
actually contained nickel and silver. When 
the composition was recorded from the 
original envelope of the manufacturer, the 
sample was found to contain nickel and 
copper (Table 1). The only explanation 
for the inertness of copper in the presence 
of nickel is the position of these two metals 
in the activity series of common metals. 
Nickel is above copper, and so in a strong 
saline solution it would retard or interfere 
with copper activity. This finding could have 
an important bearing on the composition of 
jewelry. It might be possible to compound 
alloys that would be nonreactive in the pres- 
ence of salts on the skin surface. 

The silver-copper sample was every bit 
as reactive as pure copper. The tape had 
a coral stain in all the subjects; in addition, 
it showed a heavy greenish deposit. The 
samples were highly corroded, changing in 
color from a silvery copper hue to a reddish 
brown mottling, and six samples developed 
tiny craters of greenish material. The patch 
test reactions were as intense as with copper, 
a deep erythema tending to flare beyond the 
metal contact. Three samples had to be re- 
moved in less than 24 hours because of 
itching. As the erythematous reactions from 
silver with 2% copper, copper, and silver 
copper began to subside, in 48 hours, dis- 
crete points of erythema were present, and 
gradually tiny vesicles developed. As the 
apices exfoliated a little well of erythema 
was seen, very reminiscent of the “itchy 
spots” pointed out by patients, friends, and 
colleagues under their jewelry. 
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Conclusions.—The addition of salt to the 
testing samples produced certain changes 
when compared with the results on normal 
skin. The coral staining of the tape became 
deeper, and a heavy greenish deposit— 
visible without a lens—formed, probably 
indicating the formation of a copper salt. 
An important change was the marked corro- 
sion of copper and of the silver samples 
containing copper as an alloy. The most 
significant observation was the finding that 
associated with the marked corrosion there 
occurred a cutaneous irritation. It has al- 
ready been shown that oxidation of copper 
and the formation of a slight greenish de- 
posit did not produce irritation. Apparently, 
the critical factor needed was an adequate 
concentration of salt. 


Concentration of Salt to 
Effect a Reaction 


Earlier it was mentioned that rings had 
been tested on the forearm in the presence 
of sodium and chloride ions by saturating 
filter paper disks with 1% to 5% saline 
solutions and placing them in the ring open- 
ings. There was no reaction, and so it was 
assumed that the sodium chloride in sweat 
was not important. When crystalline salt 
came under suspicion, the following test was 
carried out. 

Three samples of copper were polished to 
a bright luster. The first was placed on the 
forearm and covered with a patch. At the 
site of the second sample, four crystals of 
salt were grouped together on the skin with 
the tip of toothpick. The second copper 
sample was so placed, by means of forceps, 
that a wedge of about 90 degrees covered the 
crystals. A patch was placed over this with 
great care so as not to change the setting. 
The third copper sample was placed on the 
skin, and, with a dropper, it was flooded 
with 10% saline solution and then covered 
with a patch. 

Itching developed at the second test site 
in 18 hours, and so all patches were re- 
moved. The first site showed a greenish ring 
where the copper contacted the skin. The 
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metal was brick red. The adhesive was 
stained a faint coral. There was no reaction 
on the skin. The second test site displayed 
a wedge of erythema corresponding to the 
area of the salt crystals. When the copper 
sample was viewed with the hand lens, four 
cone-shaped bluish deposits were seen, and 
these were taken to represent the contact 
with the salt crystals. The rest of the «cea 
of the copper disk was brick red. The third 
specimen discolored the skin a distinct blue; 
the adhesive was stained a deep coral, and 
the copper sample discolored a brick red 
spotted with bluish cones. There was no 
reaction on the skin in spite of the addition 
of some 7 mg. of sodium chloride in solu- 
tion. Five hours iater there developed, in 
the wedge-shaped area of erythema, four 
vesicles, which gradually became tiny pus- 
tules. After 24 hours, the vesicles started 
to shrink. In 72 hours, fading spots marked 
their early involution. 

It appears that the amount of salt is in- 
consequential. The important factor is con- 
centration, even though momentary, for 
cutaneous irritation to develop from jewelry 
metals and salt. The ideal concentration is 
attained when sodium chloride ions reach 
the point of a saturated solution, or when 
with a few more ions or a little more evapo- 
ration salt crystals form. The corrosion 
of the copper and greenish stain on the skin 
(Sample 1) point to the presence of a 
minimal amount of chloride. The weather 
was cool; there was no thermal sweating. 
In Sample 3, the amount of chloride was 
greatly increased and the corrosion and 
greenish deposit increased but there was 
insufficient concentration for irritation to 
develop. 


Concentration of Salt on the Skin 

The skin surface always contains sodium 
chloride, the amount of which can change 
precipitously. A childhood discovery is the 
salty taste from licking the skin. Environ- 
ment conditions can prevail—marked ther- 
mal sweating and rapid evaporation—to a 
degree that gritty salt can be brushed from 
the skin. Clothing develops rings of dried 
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salt. During the summer, in Evansville, 
weather occurs that permits seeing a whitish 
deposit on the skin, notably the forehead, 
and tasting it confirms its salty nature. 

Lobitz and Osterberg* found that the 
mean value of chloride collected from duct 
openings of palmar sweat glands was 385 
mg. per 100 cc. in profuse sweating, 469 mg. 
in the combined type of sweating, and 1091 
mg. in the intermittent type of sweating. 
Their studies give evidence that palmar 
sweat can concentrate chloride to a greater 
degree than has been appreciated. 

If conditions developed which allowed but 
1 cc. of palmar sweat to evaporate around 
a ring, there would be present the salt 
concentration added to the metal samples. 
It appears that thermal and psychic sweating 
can deliver to the skin surface sufficient 
sodium and chloride ions, which when con- 
centrated by evaporation reach a saturation 
point, to readily attack metal. Adding more 
evidence is the corrosion and greenish de- 
posits seen with such regularity during the 
summer under ring settings and around 
buckles, fasteners, and zippers. Metal snaps 
on shorts have been corroded to only friable 
shells. People who wonder about the way 
their skin attacks metal may be supplying 
the right salt concentration to do this rather 
than having too much “acid.” An action of 
salt in humid weather familiar to all is its 
corrosive effect on the openings in nietal salt 
shakers. The bluish encrustations occlude 
the openings. 

Irritations from rings seem commoner 
than from other metal contacts on the skin. 
The hands have numerous opportunities for 
exposure to loose salt. The dose can be a 
few crystals or massive in nature. The 
housewife is most apt to have rings on the 
fingers; in addition, she is most apt to have 
her hands in salt. Eating salted foods, like 
nuts, crackers, and popcorn, can bring large 
amounts of salt under and around the rings. 
We have all seen people brushing their 
hands together to free them of salt. Salting 
and preserving food provides other expo- 
sures. Many people test the flow from salt 
shakers by salting their left hand. A recent 
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patient placed salt in her left hand to season 
an apple while she ate it. 


Comment 


During the past five years, many patients 
have been patch-tested with metals. Every 
so often there would be seen a dermatitis 
of the ear lobes, back, neck, chest, shoulders, 
wrist, or lower abdomen where metal con- 
tact presupposed a metal sensitivity. The 
diagnosis seemed so obvious that it was re- 
corded. When patch tests were performed, 
the diagnosis was not confirmed. A greater 
range of test solutions were made up, and 
these, too, failed to confirm the presence of 
any metal sensitivity. Patch tests were done 
adjacent to the area of dermatitis without 
positive results. Testing solutions were 
dropped on the patch of dermatitis without 
the slightest indication of an aggravation. It 
thus seems that a dermatitis from contact 
with metal, in the presence of negative 
patch-test results, may well be a primary 
irritation from the action of skin-surface 
salts on metals and/or alloys. 


Summary 


A preliminary search has been made for 
possible accessory factors related to irrita- 
tion of the skin by jewelry. Copper and 
copper alloy in silver have been shown to 
corrode readily on the skin, and in the pres- 
ence of an adequate concentration of salt a 
primary irritant is produced. A thorough 
study of jewelry metal might produce alloys 
sufficiently inert that they would not be 
reactive in the presence of varying salt con- 
centrations on the skin surface. 

509 Hulman Building. 
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Syndrome) 


Erythema Multiforme Exudativum (Stevens-Johnson 


Report of Two Cases with Postmortem Findings and Comment 


FRANK M. O‘CONNOR, M.D., Brookline, Mass. 


Introduction 


Since 1922, when Stevens and Johnson ! 
reported on two extremely ill children as 
having “eruptive fever” with stomatitis and 
ophthalmia, sporadic reports have appeared 
in the literature on this serious and at times 
fatal disease. It is a syndrome well known 
to dermatologists and ophthalmologists, but 
it is not so well known to the general medi- 
cal public. In fact it receives scant, if any, 
attention in the general medical textbooks. 

No doubt one of the reasons for this 
oversight is the confusion in terminology 
that surrounds several diseases having im- 
portant features in common but described 
as separate entities. 

Recent reports? in the literature seem to 
indicate that steroid therapy is of value in 
this condition. The purpose of ‘this report 
is to present two cases of erythema multi- 
forme exudativum (Stevens-Johnson syn- 
drome), with postmortem findings, in which 
steroids, antibiotics, and supportive therapy 
failed to halt the progress of the disease. 


Report of Cases 


Case 1.—A 27-year-old white woman was seen 
at Haynes Memorial Hospital with a rash of three 
days’ duration. 
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Memorial Hospitals; Fellow in Dermatology, 
Boston City Hospital and Tufts University Medical 


School. At present Instructor in Dermatology, 
Boston University School of Medicine (Dr. 
O’Connor). 
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Present Illness—This woman was well until 
three days prior to admission when, while at a 
party, she began to have itching and redness of 
her eyes. This progressed throughout the evening. 
The next morning she applied mercurous oxide, 
only to have her eyes become more irritated. 

Then a maculopapular erythematous rash de- 
veloped on the malar area and around her eyes. 
This persisted throughout the day. The next 
morning the rash had spread over her head, back, 
and arms. The family physician saw the patient 
and gave her penicillin. The rash continued to 
spread down the trunk to the waistline and on to 
her legs. 

One day before admission the patient noticed 
lesions in her mouth, and that night swallowing 
and speaking became difficult. At this time she 
began to have fever and chills. She also noticed 
lesions in the vagina. By the time she entered the 
hospital the lesions had become vesicular, with 
a few bullae on the face. 

Past History.—1. For two weeks prior to ad- 
mission patient had been taking reducing pills 
that contained the following components: (a) 
phenobarbital, 15 mg.; (b) amphetamine, 5 mg.; 
(c) choline bitartrate; (d) ethyl cellulose; (e) 
methionine, and (f) cyanocobalamin (vitamin 
Bu). 

2. The patient had been given tetanus antitoxin 
four weeks prior to admission when she stepped 
on a nail. There was no reaction. 

3. She had taken penicillin four months ago 
and several times before that. 

4. Patient had been a student nurse and had 
been exposed to many drugs and antibiotics. 

There was no previous history of allergy, skin 
rash, asthma, or hay fever. 

Infections: Varicella, measles, rubella, pertussis. 

Hospital: For tonsillectomy and adenoidectomy, 
appendectomy, fractured collar bone, and double 
pneumonia. 

Physical Examination.—Temperature 105 F, pulse 
100, respiration rate 28, blood pressure 130/80. An 
obese white woman in acute distress, with high 
fever and a generalized cutaneous eruption in- 
cluding the mucous membranes, 
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STEVENS-JOHNSON SYNDROME 


Skin: Entire skin of head and face were involved 
with a maculopapular vesicular eruption, with 
several large bullae on chin, on left ear, and 
around left eye. On neck, back, and chest up to 
waist there was a maculopapular eruption, with 
vesicles only in upper back. Below the waist the 
rash was patchy, and no vesicles or bullae were 
seen. The palms and soles had a few lesions. 

Bones, Muscles, Joints: No swelling or tender- 
ness. 

Heart: Rate and rhythm were normal. No en- 
largement. 

Eyes: Severe bilateral conjunctivitis 
scleritis. Pupils normal; fundi negative. 

Ears: Vesicles in canals; drums injected, but 
normal light reflex. 

Mouth and Throat: Entire oral cavity and 
pharynx involved, with ulcerative and vesicular 
lesions. 

Chest : negative. 

Abdomen: negative. 

Genitalia: Vesicles in vagina. 

Laboratory Examination —B. U. N. 15 mg. per 
100 cc., COs 16 mEq. per liter, Cl 92 mEq. per 
liter, Na 117 mEq. per liter, K 3.3 mEq. per liter. 
Urine negative. Blood—Hb. 12.4 gm. per 100 cc., 
hematocrit value 46%, erythrocyte sedimentation 
rate 26 mm. in one hour, WBC 15,000 per cubic 
centimeter, with polymorphonuclear leukocytes 
67%, band cells 15%, lymphocytes 14%, and mono- 
cytes 4%. X-rays on Oct. 29, 1956, showed heart 
normal in size and contour. Increased prominence 
of bronchial vascular markings. Tests on Oct. 31, 
1956, showed hilar and peribronchial infiltration 
in both lungs, especially the right, consistent with 
bronchopneumonia. Electrocardiog ram showed 
sinus tachycardia. 

Hospital Course—During the day of admission 
the rash continued to spread down the body, with 
the development of blebs and bullae. The tempera- 
ture rose to 105 F. Patient was given cortisone, 
300 mg. intramuscularly, 100 mg. every eight 
hours, and parenteral fluids plus KCl, 2 gm. P. O. 
t. i. d. The next day large bullae appeared on 
the back and chest, leaving denuded, oozing areas. 
The temperature rose to 107 F. To compensate 
for the loss of protein, plasma was given. Urine 
output was good. The following day the patient 
was in critical condition. She was unable to talk 
or swallow. New bullae continued to appear. 
Pharyngeal suction was started, and oxygen was 
given nasally. At this time also bullae appeared 
on the soles and the palms. A portable chest plate 
showed bronchopneumonia. 

In spite of prednisolone 
ministered intravenously, plasma administered 
intravenously, erythromycin administered intra- 
venously, and tetracycline the patient died in the 
evening of Oct. 31, 1956. 


O’Connor 


and 


(Meticortelone) ad- 


The discharge diagnosis was erythema multi- 
forme exudativum ; bronchopneumonia. 

Report of Postmortem Examination.—Clinical 
Diagnosis: Stevens-Johnson syndrome. 

Final Pathological Diagnosis: Erythema multi- 
forme exudativum (Stevens-Johnson syndrome), 
involving skin, conjunctivae, mouth, esophagus, 
vagina, cervix, endometrium, and urethra (11x- 


971). Bronchopneumonia, confluent, lower lobes 
(361-190). Subinvolution of breast (190-789). 
Adrenal hypoplasia (secondary to _ cortisone 
therapy). 

Immediate Cause of Death: bronchopneumonia. 
Bacteriology Report: Culture: Blood: No 
growth. 


Body: The body is that of an obese young 
woman appearing stated age of 27 years, estimated 
to be 60 in. long and to weigh 160 Ib. Somatotype 
531. The skin has desquamated from the entire 
back, leaving a raw red surface, and it is also 
absent from wide areas on the face, upper arms, 
chest, and thighs. Elsewhere large thin-walled 
bullae, filled with clear watery fluid, are seen 
measuring from 1 cm. to 4 cm. across, and be- 
tween these a maculopapular red eruption is 
present, with vesicles in the centers of the papules. 
Lesions are present on scalp and on the soles. 
When the body is handled, skin is readily de- 
tached. The eyelids are closed by sticky exudate, 
and ulcerative lesions are seen on the edges of the 
eyelids, while the conjunctivae are reddened. 
Purulent exudate also lies in the mouth, and the 
lips and tongue are the site of pustules and ulcers, 
up to 1 cm. across. Generalized rigor is noted, 
with slight cyanosis of lips and nail beds. There is 
no icterus. The hands are edematous, and needle 
marks are seen on the backs of the hands and in 
the antecubital fossae. There is a cut-down held 
together with black sutures in the right ankle. 
The abdomen shows a 6 cm. linear surgical scar 
in the right lower quadrant. The hair is brown 
and of normal female distribution. The eyes have 
blue irises, with round central pupils 4 mm. in 
diameter. The teeth are present and in good 
repair. External genitalia are not remarkable, and 
no pustules are seen on the labia. There is no 
lymphadenopathy. 

Primary incision. The primary incision is of 
the usual Y-shape. Panniculus adiposus measures 
4.5 cm. at umbilicus. Mammary glands are not 
remarkable, being composed of lobules of fat 
separated by shiny gray strands of rubbery tissue 
and having no nodules or cysts. 

Abdominal cavity. There is no free fluid. A few 
thin fibrous adhesions are noted around the cecum 
and undersurface of the abdominal scar. Appendix 
is absent. Peritoneal surfaces are glistening, pink, 
and transparent. The small bowel is not distended. 
Liver edge descends 7 cm. from xiphoid tip and is 
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level with costal margin at right midclavicular line. 
Domes of diaphragm are found at the third inter- 
space on the right and the fourth rib on the left. 
No diverticula are present, and the mesenteric 
vessels appear normal. 

Pleural cavities. There is no free fluid on either 
side, and there are no adhesions. The lungs are 
well inflated, and their pleural surfaces are smooth 
and glistening. The lower lobes have a pleura 
which is much darker in color, a bluish hue, than 
the pink of the upper lobes. Mediastinum is not 
widened, and the trachea contains turbid grayish- 
green fluid in moderate quantities. 

Pericardial cavity. The pericardial cavity con- 
tains 15 cc. of clear straw-colored fluid. Epicardial 
fat is average in amount, and epicardial surfaces 
are smooth and glistening. Pulmonary artery con- 
tains postmortem clot. 

Heart. The heart weighs 300 gm. Measure- 
ments are as follows: tricuspid valve 11.0 cm, 
pulmonic valve 5.5 cm., mitral valve 8.5 cm., aortic 
valve 5.0 cm., right ventricular wall 0.3 cm., left 
ventricular wall 1.6 cm. (base), and left ventricular 
wall 1.0 cm. (apex). The heart is not enlarged. 
The foramen ovale is closed. The auricular ap- 
pendages are free of thrombi. The valves are 
thin and delicate, with thin chordae tendineae. The 
endocardium is smooth and transparent. The myo- 
cardium is reddish-brown and homogeneous 
throughout. The coronary arteries are of usual 
distribution and have thin pliable walls and widely 
patent lumens, with only a few small scattered 
yellow atheromata. 

Lungs. The right lung weighs 700 gm., and the 
left lung weighs 750 gm. Both lungs have 
crepitant upper lobes and noncrepitant, rubbery 
but soft lower lobes. Bronchi have dark red lin- 
ings, with no grossly detectable ulcers or vesicles, 
and they contain small quantities of bloody mucus. 
Pulmonary arteries contain no emboli and show 
no atherosclerosis. Cut surfaces of the two lungs 
resemble each other, the upper lobes being finely 
spongy, pink, and dry, the lower lobes being airless 
and dark red, with scattered small reddish-gray 
areas of consolidation, poorly demarcated from 
surrounding rather meaty and moist parenchyma. 
Dark bloody fluid, occasionally with a purulent 
appearance, exudes from cut surface. 

Liver. The liver weighs 2200 gm. Configuration 
is normal, edge is sharp, and the capsule is trans- 
lucent. Cut surface is reddish-brown. The usual 
finely lobular pattern is blurred, but closely-set 
fine pale speckles are observed against the reddish- 
brown background. Gallbladder and bile passages 
are negative. 

Spleen. The spleen weighs 350 gm. Capsule is 
smooth and slate-gray. Cut surface is dark red 
and mushy, with Malpighian bodies not visible. 
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Pancreas. The pancreas weighs 100 gm. and 
appears unremarkable throughout, with usual 
lobular architecture, perhaps somewhat pinker 
than usual. 

Gastrointestinal tract. The esophagus is empty 
and has a grayish-white lining, somewhat eroded 
in areas, with desquamation of epithelium near 
cardia. The stomach is dilated, with a thin grayish- 
green wall. It contains 300 cc. of turbid brownish- 
green contents. No ulcerations and only one tiny 
vesicular lesion are seen throughout stomach. 
Duodenum contains some coffee-ground material 
and is otherwise negative. Small bowel contains 
scanty quantities of brownish mucoid material and 
shows no lesions of mucosa or wall. Large bowel 
has a few soft greenish-brown fecal masses; its 
mucosa shows no ulcerations, polyps, or diverticula. 
Rectum is negative. 

Kidneys. Each kidney weighs 200 gm. and 
appears slightly swollen and edematous. Capsule 
strips readily, revealing a smooth reddish-brown 
surface. Cut surface displays a cortex averaging 
0.8 cm. wide, with distinct corticomedullary 
differentiation. Pelves and ureters are negative, 
with no dilatation, inflammation, or vesicles. 

Adrenal glands. The right adrenal gland weighs 
9 gm. and the left adrenal gland weighs 10 gm. 
Their configuration is normal, but on cut surface 
the cortex appears a dull brown color. 

Urinary bladder. The bladder is empty except 
for a few cubic centimeters of milky fluid. The 
mucosa is gray and smooth. The entrance of the 
ureters into the bladder is slit-like. 

Uterus, tubes, and ovaries. The uterus measures 
9X65 cm. The vaginal cuff has a furrowed or 
cracked appearance to the mucosa, with occasional 
inflamed areas. The cervix is also inflamed, with 
deep-lying vesicles or possibly dilated cervical 
glands up to 0.3 cm. in diameter. The endocervical 
canal is 2.5 cm. long and is reddened, while the 
endometrium has a reddened, ragged or pebbly 
appearance, as if it had been curetted. Both tubes 
are 10 cm. long and are not remarkable. Both 
ovaries measure 2X2X1.5 cm. and contain cysts 
up to 1 cm. in diameter; on cut surface they 
also both contain golden corpora lutea, the larger 
one being present on the left. 

Thyroid Gland. The thyroid gland weighs 16 
gm. and is of the usual configuration, with non- 
nodular reddish cut surface. The larynx is free 
from inflammation or vesicles. 

Aorta. The aorta displays only slight athero- 
sclerotic plaquing in the abdominal portion and 
essentially none in the thoracic portions. The 
renal arteries are widely patent. 

Spine. The spine is negative. Marrow is red- 
dish-brown and homogeneous. 

Brain. The brain weighs 1350 gm. There are 
no abnormalities of the skuli, dura, meninges, dural 
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STEVENS-JOHNSON SYNDROME 


sinuses, or middle ears. The pituitary gland weighs 
0.45 gm. 

Diagnosis. Confirmed. 

Preliminary gross diagnosis. Bronchopneumonia, 
both lower lobes. Ectodermosis erosiva pluriori- 
ficialis, with bullous and exfoliating dermatitis, 
conjunctivitis, stomatitis, and involvement of 
vagina, cervix, endometrium, (?) esophagus, and 
(?) stomach. Surgical absence of appendix. 
Corpora lutea of ovaries. Acute splenic tumor 
(350 gm.). Hepatomegaly, 2200 gm. 

Brain after fixation. The brain weighs 1500 
gm. It is of normal symmetry, size, and shape. The 
leptomeninges are negative. There is no narrowing 
of the gyri. There is no pressure of thrombus. 
The vessels at the base of the brain show no 
arteriosclerosis and are of normal distribution, 
caliber, and elasticity. Circle of Willis is complete. 
There, are no thrombi. Multiple coronal cut sections 
of the cerebrum, basal ganglia, thalamus, cerebel- 
lum, brain stem, and cervical spinal cord are nega- 
tive. The ventricular system is negative. The pineal 
gland is negative and is removed for sectioning. 
The hypothalamus is removed en bloc. Encephalo- 
malacia is absent. The brain sections consist of 
(1) left visual cortex, (2) right hippocampus, 
(3) left frontal cortex, (4) right basal ganglia, 
and (5) right pons. 

Microscopic Description: Heart. No abnorm- 
alities are recognized in musculature, vessels, or 
epicardial fat. 

Lungs. Section of an upper lobe shows patchy 
atelectasis and generalized congestion of alveolar 
walls. A few macrophages and red cells, together 
with traces of edema fluid, are present in alveoli. 
Desquamation of bronchiolar epithelium has oc- 
curred. Pulmonary vessels are negative. Sections 
of lower lobes reveal confluent bronchopneumonia, 
the alveoli being filled by polymorphonuclear 
leukocytes, together with moderate numbers of 
red cells and macrophages. The bronchiolar lumina 
are filled with polymorphonuclear leukocytes and 
desquamated epithelial cells, and postmortem 
bacterial growth has occurred. No necrosis of 
bronchiolar walls is recognized. 


Small to medium-sized vacuoles are seen 
There 


Liver. 
in many of the cells, interpreted as fat. 
is moderate congestion of the sinusoids. 

Spleen. Extreme engorgement of the red pulp 
is seen, with decrease of white pulp. The cell 
nuclei are well preserved, and the trabeculae and 
Malpighian bodies are not remarkable. There is 
no increase of polymorphonuclear leukocytes 
throughout the pulp. 

Pancreas. Mild postmortem autolytic changes 
have taken place, with disruption of some of the 
acini and desquamation of the epithelium of the 
larger ducts. 
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. Esophagus. The epithelium has undergone 
marked degenerative changes, with ballooning and 
necrosis of many cells, loss of cellular nuclei, and 
detachment of the cells from each other. Intra- 
cytoplasmic bodies with halos are seen but are 
not thought to be inclusion bodies. An infiltrate of 
moderate numbers of polymorphonuclear leukocytes 
is seen throughout the epidermis, and polymorpho- 
nuclear leukocytes, eosinophils, and lymphocytes 
are seen in the mucosa. The mucosal vessels are 
dilated and engorged. No vesicles are noted; the 
epidermis has become separated from the lamina 
propria; this is thought to be artifactual but 
may be indicative of a loss of cohesiveness of 
certain of the epithelia of this disease. The muscular 
layers are not remarkable. 

Kidneys. There are slight postmortem autolytic 
changes. Otherwise, the architecture is well pre- 
served and, aside from occasional pink casts in 
some of the tubules, shows nothing remarkable. 


Adrenal glands. The cortex is markedly depleted 
of lipid, with separation of the cords of the zona 
fasciculata and precipitation of protein-rich fluid 
in the resulting spaces. Some acinar formation is 
seen in the zona zlomerulosa and outer zona 
fasciculata. Moderate spherule formation is seen 
in the medulla. 


Cervix. Endocervical glands near the external 
os are dilated, and lymphocytes and occasional 
plasma cells have infiltrated the superficial layers 
of the endocervix. Portio is represented by only 
a short segment of epithelium, resembling the 
esophageal epithelium in having lost its cohesive- 
ness and showing evidence of cell degeneration 
(pink debris, pyknotic nuclei) but without the 
concomitant neutrophilic infiltration of the 
esophagus. 


Endometrium. Desquamation of gland epithelium 
is noted, with dilatation of blood vessels of the 
superficial endometrium and hemorrhage into the 
stroma. No neutrophils are seen. 


Ovaries. Both sections show portions of corpora 
lutea and many primary follicles, two or three of 
which are growing. 

Vagina. Epithelium is poorly preserved; where 
recognizable, it resembles the esophageal epithelium 
in being fragmented, with karyolysis and pink 
debris, hemorrhage, and infiltration of scarce-to- 
moderate numbers of polymorphonuclear leuko- 
cytes. Lymphocytes and a few eosinophils are seen 
in the upper corium. 


Urethra. Epithelium is largely absent, leaving 
a layer of dilated, thin-walled vessels, and there is 
a sprinkling of lymphocytes and macrophages 
throughout the mucosa. 

Thyroid gland. Follicles vary moderately in size 
but are uniformly well filled with colloid and 
have low cuboidal epithelium. 


- 
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Again, desquamation of the respira- 
tory epithelium is seen, with engorgement of 
mucosal vessels and infiltration of neutrophils 
beneath the basement membrane. A. few giant-cell 
forms are present in the masses of respiratory 
epithelium, which may represent conglomerations 
of respiratory cells. Large coccal clusters are 
present also, probably postmortem growth. Just 
beneath the basement membrane there is a narrow 
zone of fibrinoid necrosis. 

Skin (abdomen). Taken from an area of intact 
skin, this section shows extensive degenerative 
changes throughout the epidermis, with ballooning, 
liquefaction, and necrosis of many of the cells 
and early formation of intraepidermal vesicles. 
Bluish-red amorphous material has been deposited 
in these vesicles and also in small vessels in the 
upper corium suggestive of fibrin. Moderate num- 
bers of polymorphonuclear leukocytes, lymphocytes, 
and macrophages are present in the epidermis and 
upper corium. 

Lymph nodes. From the mediastinum and 
cervical areas, both nodes are characterized by 
engorgement of blood vessels and sinus histiocytic 
proliferation. A few polymorphonuclear leukocytes 
are seen in the sinuses of the mediastinal node. 
Some of the sinus histiocytes have become multi- 
nucleated 

Breast. The ducts are moderately dilated. There 
are acinar remnants with occasional persisting 
secretion, and there are scattered plasma and mast 
cells. 

Bone marrow. Cellularity and bony trabeculae 
are not remarkable. The cells are rather poorly 
preserved, and exact identification is not possible. 

Pituitary gland. The pituitary is unremarkable. 

Pons. There is an apparent decrease in Purkinje’s 
cells, with frequent pyknosis of Purkinje’s cells 
present. 

Basal ganglia. 
neuronophagia. 

Left frontal cortex. Negative. 

Left visual cortex. Negative. 

Hippocampus. Negative. 

Case 2.—A 3l-year-old white Italian woman 
was admitted to the Boston City Hospital on 
Jan. 30, 1956. She stated that she was well until 
five days prior to admission except that she was 
excessively tired. Four days prior to entry she 
developed a headache. At this time she took 
Feenamint laxative tablets to relieve her constipa- 
tion. That night she had a temperature of 100 F. 
The following day she had burning and soreness 
of her eyes and vagina. Later in the day she had 
noticed a rash on her face and chest. She was 
seen by her physician and given penicillin tablets 
orally, 2 tablets q.4h. The following day her 
eyes were worse, her mouth was sore, and she 
had difficulty in swallowing. The eruption had 


Trachea. 


There is a moderate degree of 
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now spread all over her body and limbs. At this 
point she was admitted to the Boston City Hospital. 

Past History—No accidents or illnesses. No 
history of hay fever, asthma, or eczema. No history 
of allergies or reactions to drugs or serums. 

Physical Examination—Patient was in mild 
distress due to soreness of her eyes and mouth, 
but she was alert and cooperative. Temperature 
100 F, pulse 120, respiration rate 22, blood pressure 
90/60. 

Positive findings were marked inflammation of 
the palpebral and bulbar conjunctiva, photophobia, 
multiple vesicles of the oropharynx, and a general- 
ized vesicular bullous eruption of the body and 
extremities. Initial blood examination showed 
WBC 7500, polymorphonuclear leukocytes 80%, 
hematocrit value 42%. 

Four hours after admission the temperature went 
to 105 F. The patient was extremely uncomfortable, 
almost moribund. At this time, she was seen in 
consultation by the dermatology service. A diag- 
nosis of Stevens-Johnson syndrome was made and 
steroid-plus-antibiotic therapy was advised. She 
was given 120 units of corticotropin gel intra- 
muscularly and therapy with 100 mg. hydro- 
cortisone (Cortef), i. v., q.4h., and tetracycline 
(Achromycin), 250 mg. q.4h., was also started. 
After several hours her condition improved. The 
discomfort in her eyes continued, and cortisone 
ophthalmic ointment was prescribed. Swallowing 
and talking continued to be difficult. 

Under the above routine the patient’s condition 
slowly improved, although new bullae appeared. 
Salt-poor albumin was administered intravenously, 
to replace the serum loss. Repeat blood exami- 
nations including electrolytes showed normal values. 

On the 10th hospital day she developed a mild 
distention of her abdomen. Oil and saline enemas 
failed to give relief. Later that afternoon her 
pulse became weak. Blood pressure was unobtain- 
able, and the patient died. 

Diagnosis.—Stevens-Johnson syndrome—severe, 
probably due to drug reaction to phenolphthalein. 

Laboratory Reports—Jan. 30, 1956, blood culture 
—no growth; Feb. 1, 1956, Cl 103 mEq. per liter, 
NPN 57 mg. per 100 cc.; Feb. 2, 1956, urine cul- 
ture negative; Feb. 3, 1956, sputum culture—Strep- 
tococcus species; Feb. 5, 1956, T. P. 6.5 gm. per 
100 cc., Na 128 mEq. per liter, Cl 92 mEq. per 
liter, COz 21.4 mEq. per liter, K 3 mEq. per liter, 
NPN 36 mg. per 100 cc.; Feb. 7, 1956, blood 
culture—hemolytic Staphylococcus aureus. 

Report of Postmortem Examination —Final 
Anatomic Diagnoses: Erythema multiforme exuda- 
tivum (Stevens-Johnson syndrome) as evidenced by 
confluent bullous formation of skin involving 70% 
to 80% of body surface, with slight intradermal 
vasculitis; petechial hemorrhages of buccal 
mucosa, slight; marked conjunctivitis and petechial 
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hemorrhage of sclerae; perioral and _ periorbital 
ulceration; respiratory system: bronchopneumonia, 
hemorrhagic; pulmonary emphysema, _ bilateral, 
moderate; liver: focal pericholangitis, slight; 
fatty metamorphosis of liver, slight; superficial 
hemorrhagic cystitis; early focal acute interstitial 


pancreatitis; infantile uterus (gross); splenic 
flexure syndrome, clinical. Status: old appen- 
dectomy. 

Body: Female, white. Development normal. 


Nourishment normal. Rigor mortis—jaws, arms, 
legs. Lividity, dependent, slight. 

Hair. Black, abundant, fine in texture, and even 
and dense in distribution. 

Skin. Confluent bullae with extensive denuded 
areas involving 70%-80% of the skin surface. 
There are many ulcerative lesions on face, especially 
around the eyes and mouth. 

Surgical incisions. Right pararectal scar in 
right lower quadrant measuring approximately 12 
cm. in length. One small cut-down incision (3 cm.) 
in medial side of each ankle. 

Eyes. Conjunctivae unremarkable; sclerae con- 
gested and hemorrhagic; pupils 0.6 cm. (dilated) 
and round. 

Ears. Unremarkable. 

Nose. Many small ulcerative lesions around the 
nose. 

Mouth. Lips: coarse and irregular, with ulcera- 
tions; teeth: upper front and upper minor molars 
absent; tongue: unremarkable—a few petechial 
spots in buccal mucosa. 

Neck. Unremarkable. 

Thorax. Normal. 

Abdomen. Slightly distended. 

Extremities. Symmetrical. The above-described 
bullous lesions with denuding superficial skin or 
corium are also observed in entire extremities. 

Edema. Negative. 

Peripheral lymph nodes not enlarged. 

Pericardial cavity. Surfaces smooth and glisten- 
ing; liver edge 4 cm. below xiphoid, 2 cm. below 
and on the right in the midclavicular line; sub- 
cutaneous fat 1.5 to 3 cm. over the abdomen; 
mesenteric lymph nodes not enlarged. 

Pleural cavity. Surfaces smooth and glistening. 

Pericardial cavity. Surfaces smooth and glisten- 
ing. Heart: weight 250 gm.; measurements: 
tricuspid valve 11 cm. admits 2 fingers, pulmonic 
valve 6 cm. admits 1 finger, mitral valve 7.5 cm. 
admits 1.5 fingers, aortic valve 5.5 cm. admits 
1 finger, right ventricular wall 0.4 cm., left ventricu- 
lar wall.1.5 cm. Epicardium smooth and glistening. 
A sharp punctured mark is found over the apex. 
Myocardium reddish-brown, moderately firm 
consistency. No abnormal findings are seen in the 
myocardium. The myocardium is grossly normal. 
Endocardium and valves: endocardium is smooth, 
glistening, and transparent throughout. The papil- 
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lary muscles are plump, smooth, and glistening, and 
chordae tendineae are fine, smooth, and opaque. 
Valvular cusps are thin, delicate, and sharply 
angulated. Chambers negative. Foramen ovale 
patent. The foramen ovale is folded, with the 
auricular septum and both auricles communicating 
by a small opening at the folded edge. Coronaries 
negative. Well-preserved coronaries. 

Lungs. Weights: right 520 gm., left 640 gm. 
Trachea: mucosa pinkish-gray, velvety; exudate, 
greenish-yellow, thick mucus. Bronchi: mucosa 
pinkish-gray, velvety; exudate, greenish-yellow, 
thick mucus plugging the bronchiolar lumen. 

Vasculature. Negative. 

Peribronchial lymph node. Unremarkable. 

Parenchyma. The cut surface is dark red, glassy, 
and bulging up, and it exudes red frothy fluid 
which is interpreted as interstitial edema and con- 
gestion, with possible pneumonitis. These findings 
are observed in both lungs. 

Larynx. Unable to examine. 

Spleen. Weight 160 gm. Normal in size. Capsule 
smooth and glistening. Pulp reddish-gray in color, 
soft in consistency. Follicles are not distinct. 

Gastrointestinal tract. Pharynx: unable to 
examine. Esophagus: only lower end of the 
esophagus examined, and it appears to be normal. 


Stomach: smooth velvety mucosa with normal 
rugae. There is no ulceration, congestion, or 
hemorrhage and no_ nodularity. Duodenum: 


unremarkable. Jejunum: unremarkable. Ileum: un- 
remarkable. Appendix: absent. Colon: the trans- 
verse colon is markedly distended with air; 
however, there is no evidence of obstruction, and 
this distended portion shows focal mucosal conges- 
tion. Otherwise the colon presents no abnormalities. 
No tarry stool. Rectum: unremarkable, no tarry 
stool. 

Pancreas. Weight 90 gm. Normal in size. 
Pinkish-tan in color. Pancreatic duct normal. 


Liver. Weight 1500 gm. Normal in size. Capsular 
surface smooth and glistening. Substance reddish- 
brown, with the usual moderately firm consistency. 
There are several small patches of yellow areas 
which are interpreted as fatty infiltration. Intra- 
hepatic bile ducts unremarkable. Portal vein un- 
remarkable. Hepatic vein unremarkable. 


Biliary sytem. Gallbladder: size normal; content 
dark bile; no stones. The fundus is adherent to 
the omentum. Bile ducts: patent, unremarkable. 
Ampulla of Vater: patent, unremarkable. 

Kidneys. Weights—right side 140 gm., left side 
160 gm. Size: normal. Color: slightly pinkish- 
tan. Capsular surface smooth and glistening, right 
and left. Cortex shows distinct corticomedullary 
demarcation; cortex measures 0.6 cm. in thickness. 
Pyramids unremarkable. Pelves unremarkable. No 
hemorrhage and no exudate. Blood vessels well 
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preserved and appear to be normal. Focal lesions: 
none. 

Ureters. Patent and grossly normal. 

Bladder. Normal size. Mucosa shows several 
tiny ulcer craters with umbilication and congestion 
around them. Content empty. 

Adrenals. Cortex 0.1 cm. Size—right side 6.8 
gm., left side 9 gm. The color of the cortex 
is somewhat brown. 

Aorta. Arch not examined. Thoracic aorta 
normal. Abdominal aorta well preserved. Athero- 
sclerosis negative. Dilatation negative. 

Other arteries. Well preserved. 

Veins. Unremarkable. 

Vertebral column. Normal. 

Other bones. Unremarkable. 

Bone marrow. Vertebral unremarkable. 

Thyroid. Unable to examine. 

Genital organs. Vulva, urethra, cervix unre- 
markable. Uterus is small, infantile nature. Broad 
ligaments unremarkable. Left ovary is partially 
adherent to sigmoid colon. Both ovaries contain 


corpora lutea. Tubes unremarkable. Vagina un- 
remarkable. 
Breasts. Symmetric. No nodules are palpable. 


The superficial skin over both breasts is almost 
entirely denuded. 

Brain. Not examined. 

Microscopic Examination: Heart. Pericardium: 
some fatty ingrowth of epicardial fat. Otherwise 
unremarkable. Mycocardium: general architecture 
remarkably well maintained. Endocardium: unre- 
markable. Valve: slight endothelial thickening in 
mitral valve. Coronary arteries: well preserved. 

Lungs. Right, markedly dilated alveolar spaces 
with broken interalveolar septa. Some alveolar 
spaces contain polymorphonuclear cells and brown 
pigment-laden macrophages. Left upper lobe shows 
some emphysematous spurrings of interalveolar 
septa and some capillary congestion. The left 
lower lobe shows the entire alveolar spaces to be 
filled with red blood cells, some polymorphonuclear 
cells and some brown pigment-laden macrophages. 
Bronchi: bronchial lumens contain some mucous 
material with polymorphonuclear cells. Blood 
vessels: markedly dilated. Pleura: unremarkable. 

Spleen. Capsule: thin and regular. Malpighian 
corpuscles: rather small in size. Tuberculae: un- 
remarkable. Blood vessels: larger vessels show 
intimal and subintimal infiltration of polymorpho- 
nuclear cells, lymphocytes, and __ histiocytes. 
Arterioles show marked subintimal hyalinization. 
Pulp: slight interstitial fibrosis; occasional scat- 
tered megakaryocytes in venous sinuses. 

Colon. Marked mucosal and submucosal con- 
gestion. : 

Pancreas. Minimal degree of interstitial fibrosis, 
with slight generalized atrophy of pancreatic acini. 
Moderate periductal fibrosis. Langerhan’s islets un- 
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focal interstitial 
Blood _ vessels 


remarkable. There are a few 
polymorphonuclear _ infiltrations. 
show marked congestion. 


Liver. Moderate congestion in central veins, 
sinusoids, and capillaries. Some atrophy in hepatic 
cells, with cytoplasmic vacuolization in central 
zones. Slight to moderate polymorphonuclear leuko- 
cyte infiltration in portal spaces. 

Kidneys. Occasional or rare fibrosed glomeruli. 
Occasional cystic dilatation of tubules, and con- 
voluted tubules show cytoplasmic granular de- 
generation (cloudy swelling) of lining epithelium. 
Arteries within normal limits. Arterioles within 
normal limits. Focal interstitial fibrosis, with 
slight focal interstitial lymphocytic infiltration. 

Bladder. Mucosal hemorrhage with some poly- 
morphonuclear infiltrate. 


Bone marrow. Bone spicules are within normal 
limits. The erythroid elements are somewhat de- 
creased. Myeloid elements and megakaryocytes are 
unremarkable. 

Adrenal. Diffuse capillary congestion in cortex. 
The cortical cells in zona reticularis appear to be 
slightly atrophic. 


Skeletal muscle. General architecture is well 
maintained. 
Skin. Entire epidermis is completely separated 


from the*dermis owing to subepidermal bullous 
formation and occasionally adherent epidermis with 
necrosis of epidermal cells and clusters of bacteria 
(cocci). There is some fibrosis of upper dermis 
with vascular dilatation. There is moderate to 
marked perivascular round-cell infiltration, but 
occasionally some polymorphonuclear leukocytes 
and eosinophils are observed. Some of the poly- 
morphonuclear leukocytes in perivascular :egions 
appear to be pyknotic and undergoing karyor- 
rhexis. 

Bacteriology: Heart blood. Not done. 

Spleen. A few hemolytic S. aureus. 

Right lower lobe. No growth. 

Left lower lobe. Hemolytic S. aureus. 


Comment 


The above two cases illustrate the course 
of severe Stevens-Johnson syndrome ter- 
minating fatally. 

The rapidity of the disease, its failure 
to respond to antibiotics and steroid therapy, 
and the marked degree of prostration and 
febrile response all point to an overwhelming 
toxic reaction the nature of which is not 
understood. Postmortem findings shed no 
light on this problem. It is of interest that 
the focal point is the mucous membranes 
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STEVENS-JOHNSON SYNDROME 


and skin; viscera and brain are apparently 
not involved. 

The failure of steroids, antibiotics, and 
supportive therapy to ameliorate the clinical 
picture in these cases is disturbing and 
puzzling. For if the condition, as many have 
suggested, is a reaction of hypersensitivity, 
one would expect prompt remission of the 
acute symptoms with cortisone. On the other 
hand, if this condition is due to an infectious 
agent (viral or bacterial), one might expect 
likewise a moderation in symptoms after 
antibiotic therapy. 

It would appear, therefore, that there is 
some profound metabolic effect on the patient 
wherein neither immune natural mechanisms 
nor current therapeutic methods are of any 
avail. The rapidity of the downhill course 
in both these patients is amazing in view of 
the lack of bacteriological, biochemical, and 
x-ray findings sufficient to justify on clinical 
and laboratory grounds the reason for such 
a rapid termination. 

The exact cause of death in these patients 
is unknown. 

Erythema multiforme exudativum was 
first described by Hebra* in 1860 as an 
illness characterized by pleomorphic lesions 
confined to the skin without systemic mani- 
festations; later, in 1866, he described the 
same condition associated with pneumonia. 

Bazin in 1862 * was the first to describe a 
cutaneous entity consisting of a pleomorphic 
eruption, stomatitis, and ophthalmia. 

To complicate the picture and add a con- 
fused terminology other terms were intro- 
duced to describe the same general pattern 
or slight variations. Thus Fiessenger ° et al. 
in 1923 added the term “ectodermosis ero- 
siva pluriorificialis’; Stevens and Johnson, 
in 1922, “a new eruptive fever”; Baader ® in 
1925 coined the expression “dermatostomati- 
tis’; Behcet? in 1937 suggested the “triple 
symptom complex”; Stanyon ® in 1945 used 
the term “the mucosal respiratory syn- 
drome,” and, finally, in 1950 Robinson ® et 
al. suggested the term “muco-cutaneous 
ocular syndromes.” Under this heading they 
would include Behcet’s syndrome, Reiter’s 
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disease, Stevens-Johnson syndrome, and 
ectodermosis erosiva pluriorificialis. 

Such a descriptive term would, it seems, 
clarify various clinical entities that at present 
serve to confuse the clinician as to proper 
classification. It serves to define more ac- 
curately the essential basic pattern that is 
present in all conditions. The minor clinical 
variations that exist are not definitive enough 
to warrant separate diagnoses. 

Basically, all these conditions are varia- 
tions of erythema multiforme. As described 
by Hebra it is a benign condition limited to 
the hands, forearms, face, and neck. Charac- 
teristically it is an acute inflammatory 
disease consisting of crimson-red or pur- 
plish-red macules, papules, or nodules, oc- 
casionally of vesicles or bullae, and rarely 
of pustules. The lesions may be grouped or 
isolated and are prone to recur. This type 
may merge as a symptomatic erythema of 
several diseases of known infectious nature, 
such as typhoid, diphtheria, meningitis, 
nephritis, or endocrine abnormalities. Lastly, 
it may represent a reaction to the injection 
of serum or the ingestion of drugs. In its 
evolution it may become so severe that dif- 
ferentiation from pemphigus vulgaris is dif- 
ficult. 

Erythema multiforme, therefore, has mu- 
tations that all physicians should be aware 
of. At one end of the scale lie the variants, 
all of which may be serious, and, in particu- 
lar, Stevens-Johnson syndrome, that may be 
fatal. At the other end is the simple, un- 
complicated benign condition that usually 
runs it course in 6 to 8 weeks. 

It is important, therefore, to know and 
be able to recognize these variants. 

The original criteria for the diagnosis of 
Behcet’s syndrome were (1) aphthous ulcers 
in the mouth, (2) aphthous ulcers on the 
genitals, (3) episcleritis and/or erosion of 
the cornea. 

There are those, namely Curth,!© who 
believe that it is not necessary for all these 
signs to be present simultaneously. She re- 
ports a case with lesions in the mouth and 
vagina only. The ocular signs in this condi- 
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tion may be so marked as to lead to blind- 
ness. Repeated attacks lead to iritis and 
hypopyon. Cutaneous lesions are usually ab- 
sent, but, if present, they are usually 
erythema nodosum. Treatment with sulfon- 
amides, nicotinic acid, penicillin, whole blood 
transfusions, y-globulin, and antibiotics has 
been of questionable value. 

There are some who believe that Reiter’s 
disease is also a variant of erythema multi- 
forme. The original criteria for the diagnosis 
were (1) severe conjunctivitis, or iritis, (2) 
nonspecific urethritis, (3) either mono- 
articular or polyarticular arthritis. Cutaneous 
manifestations, if present, are nonspecific, 
for example, urticaria, erythema, or ery- 
thema nodosum. Permanent damage to the 
joints has not been reported. In spite of 
extensive bacteriological investigation no 
specific causative organism has been dis- 
covered, The ocular lesions may progress to 
iritis, keratitis, and corneal ulcers. Treatment 
to date has been empirical, the disease having 
a tendency for remissions and exacerba- 
tions. 

Ectodermosis erosiva pluriorificialis is a 
syndrome involving the mucous membrane 
of the mouth, genitalia, and conjunctivae, 
with a vesicular eruption on -the limbs. 
Klauder 1! was the first to report cases of 
this type in the American literature. It, too, 
should be classified as a variant of erythema 
multiforme—probably a forme fruste of 
Stevens-Johnson syndrome. Again no spe- 
cific etiological agent has been discovered. 
Recovery is the rule, no fatalities having 
been reported. Ocular lesions are not severe; 
conjunctivitis of mild degree is usually 
present, Treatment again has been empirical. 

Stevens-Johnson syndrome usually affects 
children and young adults during the spring 
and fall. However, the literature in recent 
years indicates that this variant of erythema 
multiforme also affects the older age groups. 
It is in this group that fatalities usually oc- 
cur. 

The onset of the disease is heralded by 
subjective complaints of headache and 
malaise of a few days’ duration. Shortly 
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thereafter the patients develop a fever and 
conjunctivitis. Ulcerative vesicular lesions 
arise in the oropharynx and in the nasal, 
genital, and rectal mucosa. Within two to 
three days cutaneous lesions, in the form of 
vesicles and bullae, follow. These may or 
may not be preceded by a maculopapular 
erythematous eruption. The course of the 
disease is stormy, with many signs of toxicity 
—weakness, rapid pulse, prostration. Ocular 
signs can be severe—iritis, keratitis, uveitis, 
or panophthalmitis. Partial or total blindness 
may ensue. Prior to 1944, Lever !* collected 
only four fatal cases from the literature, but 
a larger number have since been reported. 
Finland et al.!* in 1948 reported on four 
cases of erythema multiforme exudativum 
associated with pneumonia, three of whom 
died. It is possible that as the clinical picture 
of this syndrome becomes better known a 
more accurate appraisal of the mortality rate 
will be forthcoming. At the present time it is 
difficult—if not impossible—to arrive at any 
estimate, based on the available literature. 
Moreover, any figure quoted would be 
statistically incorrect, as many cases reported 
as Stevens-Johnson syndrome fail to meet 
the criteria. 

The vesicles and bullae are usually sterile, 
but some workers have attempted to prove 
a bacterial or viral etiology, even obtaining a 
complement-fixation test for herpes simplex 
virus, psittacosis, or foot-and-mouth disease. 
Others have been unable to confirm these 
findings, and in the two cases cited all cul- 
tures were negative. Bacteriological evidence 
shows that at one time or another the follow- 
ing organisms have been incriminated: S. 
aureus, B-hemolytic Streptococcus, Vincent’s 
organism, Diplococcus pneumoniae, Shigella 
sonnei, and even Neisseria gonorrhoeae. 
Consistent evidence is still lacking as to the 
viral or bacteriological etiology of this dis- 
ease. 


Conclusions 


Two cases of severe Stevens-Johnson 
syndrome with postmortem findings have 
been presented. 
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STEVENS-JOHNSON SYNDROME 


It has been pointed out that this syn- 
drome—and others—are variants of ery- 
thema multiforme, the etiology of which 
is diverse and the clinical picture of which is 
variable. 

It has been suggested that, for purposes 
of clarification and because all of the entities 
are of the same basic pattern, varying only 
in the degree and severity of their reaction, 
an all-inclusive term, the ocular-muco- 
cutaneous syndrome, might be preferable. 


1146 Beacon St. 
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Kaposi’s Sarcoma 
An Overlooked Essay of 1882 


F. RONCHESE, M.D., Providence, R. I. 


In 1882 some 10 years after Kaposi's 
original paper, De Amicis reported 12 cases 
of Kaposi’s sarcoma under the title of 
“Dermo-polimelano-sarcoma idiopatico.” The 
handsome monograph (107 pages, in quarto, 
with 12 plates, 6 of which are hand-colored ) 
is cited, as far as I know, only in Jadas- 
sohn’s handbook and by Becker and 
Thatcher ? (From Jadassohn) and by Sachs, 
Azulay, and Convit.? It is not listed in the 
Surgeon General’s index, while other publi- 
cations of De Amicis are. The essay has 
been practically overlooked in the copious 
literature of the past 70-odd years on 
Kaposi’s sarcoma. It is peculiar that in the 
Giornale italiano delle malattie veneree e della 
pelle (17 :192, 1882) the monograph is listed 
among other publications received for re- 
view, but it was not reviewed. Peculiarly, 
another monograph by De Amicis was re- 


Submitted for publication Dec. 14, 1957. 
Fig. 1—Tommaso De Amicis (1838-1924). 


(From Bellini, A.: Gior. ital. dermat. e sif. 75: 
1132, 1934.) 
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viewed at length in the Giornale of 1883. 
The Annales de dermatologie et de syphili- 
graphie of 1882 reviewed a monograph of 
De Amicis on mycosis fungoides, printed by 
the same printer in the same year, and 
reproduced from it four plates in full, but 
it did not list or mention the one on Kaposi’s 
sarcoma. It is not mentioned in the Archiv 
fiir Dermatologie und Syphilis or in the 
Journal of Cutaneous and Venereal Diseases, 
of 1882 and 1883. 

Of historic photographic interest are the 
sun-printed positives, pasted on cardboard 
and hand-tinted a pink-violet color, which is 


STUDIO CLINCD ED ANATOMO-PATOLOGICO 


SU DODICI NUOVE OSSERVAZIONI 


DI 


DERMO-POLIMELANG-SARCOMA IDIOPATICO 


PEL 


PROF. TOMMASO DE AMICIS 


Lo -ettore e Professore Ide. della Clinica Dermo-sifilopatica nell’ UniversitA di Napoli 
Medico-Chirurgo primario del Sifilicomio 
Direttore del comparto speciale delle Malattie cutanee @ sifilitiche 
nell’ Ospedale degli’ Incurabili 
gid Professore Straordinario della Clinica Dermo-sifilopatica nell’ Université di Catania 





(con dodici tavole) 





NAPOLI 
Tipografia A. Trani 
Strada Medina, 23 
1882 
Fig. 2.—Title page of the monograph. 
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KAPOST’S SARCOMA 


very close to the actual color; these con- 
tribute to a clear visualization of the clinical 
appearance. 

The patients are all Italians and all males. 
Case 1 was observed in 1874. He was a 
55-year-old coachman showing the usual 
maculopapulonodular lesions on the four ex- 
tremities. An excised nodule showed in- 
creased pigmentation of the malpighian 
layer, disappearance of the papillae, and 
infiltration of the dermis with round and 
fusiform cells, giving the aspect in part of 
a small round-cell sarcoma and in part of a 
fusiform-cell sarcoma. Present were many 
newly formed vessels with ill-defined walls. 
The patient was seen again four years later. 
To De Amicis’ surprise the conspicuous 
nodules on one foot were gone. In their 
place were brownish macular remnants 
(Fig. 3). Unilateral edema was noticed, 
particularly on the forearms. The case was 
kept under observation for four more years 
and often demonstrated to students. 

Case 2 was a 39-year-old farmer who, 
besides the usual location on the four ex- 
tremities, presented lesions on the soft and 
hard palates, the tonsils, the auricles, the 
chin, and the penis. The patient developed 
a high fever and died within a short time. 

Case 3 was a 43-year-old barber. The 
lesions were on the hands, feet, lower legs, 
forearms, and penis. The biopsy confirmed 
the clinical diagnosis. In a subsequent ex- 
amination the penile lesions had practically 


Ronchese 





UMI 








Fig. 3—Case 1, in 1874 and 1878, showing spontaneous involution of papular and nodular 
lesions. A similar occurrence was noted in one of my cases.’ 


disappeared. (I made a similar observation 
in one of my cases.*) 

Case 4 was a 65-year-old man, with 
maculopapular lesions on the four extremi- 
ties. He had had gout for 20 years. 


Case 5 was a 75-year-old wine merchant, 
with lesions on the four extremities. Bi- 
opsy: Malpighian layer was black and the 
sarcomatous cells also were pigmented. Le- 
sions were well below the subcutaneous fat. 
The vessels were enormously dilated, with 





Fig. 4.—Case 3 strikes an all-inclusive pose, 


nicely demonstrating the importance of distribu- 
tion of lesions in differential diagnosis. It should 
be of interest to modern clinical photographers. 
sun-printed i 


Pinkish, hand-tinted, 
pasted on cardboard. 


positives are 
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Fig. 5.—Cases showing classic distribution on the four extremities. 


thickened walls, especially in the endothelium 
and muscular layer. 

Case 6 was a 44-year-old porter. The 
hands were swollen as if stuffed. The tu- 
mors were located, as usual, on the four 
extremities, 

Case 7 was a 71-year-old farmer. Lesions 
were located on the four extremities. Uni- 
lateral edema of legs was present. (This is 
an important early diagnostic sign of the 
disease.* ) 

Case 8 was a 5-year-old boy. A reddish 
nodule about the nose was noticed at the 
age of 4. Then others developed on one 
hand, then on the other, on the feet, all 
over the head, and then over the entire body. 
The cutaneous surface was described at 
length as studded with plaques and nodules, 
interspaced by islands of normal skin. Six- 
teen large tumors were described on the 
scalp. One hundred twenty tumors were 
counted on the back of the trunk and many 
more, on the front. The penile lesions 
caused phimosis. The viscera did not seem 
to be affected. 

The patient was kept in the hospital for 
one week and then returned to his native 
village. There he died a few months later. 
De Amicis went to the village to perform 
an autopsy 26 hours after death. Whitish 
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nodules were noted on the liver. Pieces of 
the viscera were put in carbolic water and 
carbolic alcohol, but the following day they 
were completely ruined by putrefaction. He 
was able to save a hand, a drawing of which 
is given in Table 7bis. The histopathology 
showed an immense vascularity of the 
corium; the vessels were immensely dilated, 
forming lacunae full of blood, without walls, 
surrounded partly by fusocellular cells and 
partly by small round sarcoma cells. 

Case 9 was a 63-year-old ambulant fruit 
vendor, touring the neighborhood villages 





@ 


Fig. 6—From a scrotal nodule (Plate 11, Fig. 


1); (@) enlarged blood vessels, (c) fusiform 
cells, (d) pigment granules, (f) highly pigmented 
sarcoma cells, (g) pigmented coil glands. 
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afoot (most likely barefoot). The progres- 
sive development of nodular bleeding plantar 
lesions made walking very difficult. In addi- 
tion to the lesions on the legs and hands, he 
had lesions on the auricles and the scrotum. 

Case 10 was a 41-year-old merchant. Le- 
sions were in the usual location. Biopsy 
showed the same finding as in Case 8 and 
as illustrated in Table 10. 

Case 11 was a 54-year-old priest. Distri- 
bution was as usual on the four extremities. 
Biopsy finding was the same as in Cases 5 
and 10. 

Case 12 was a 42-year-old barber. Besides 
lesions in the usual areas, there is involve- 
ment of the chin. This patient had syphilis, 
and this diagnosis is taken into considera- 
tion. 

Even if biopsy was done only in 4 cases 
and follow-up, in 3, from the clinical de- 
scription the 12 cases can be accepted as of 
Kaposi’s sarcoma. 

In Case 2 it is dubious that death was 
due to the disease. Case 8 is an extraordi- 
nary one for the age (the second case re- 
ported in a child in the literature of the 
time), extension, and rapid end. Such an 
extension and final behavior, however, leads 
one to suspect that other factors may be 
responsible. No proof was obtained of 
visceral metastases. 

One case had the disease for 18 years. 

In two cases spontaneous involution was 
noted, and improvement was observed in 
another. Two cases ended in death, but 
there is nothing to infer that they died of 
the disease. In spite of this, De Amicis 
speaks of metastatic spread in the terminal 
period. This conception has supporters also 
at present. 
De Amicis thinks the embryonal theory of 
Conheim gives the best possible etiologic 
clue. The embryonal cells are there, may 
remain dormant all the life, and may start 
producing anything, at any time, because of 
lowered resistance, age, trauma, or anything 
one may think of. The Conheim theory ex- 
plains -satisfactorily the autochthonous de- 
velopment of the disease in various points 
of the body. 
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From the detailed pathologic study of 
Case 3 De Amicis divides the disease into 
two periods: an early stage in which the pig- 
ment is seen free and within the cells and 
in which there are no vascular changes and 
a second stage in which there is an increase 
in round and fusocellular structures invad- 
ing the entire skin. There is increase of 
pigment everywhere. The vessels become 
enormously dilated, and the walls are made 
of embryonal cells intermingled with neo- 
plastic cells. The lymphatic edema is more 
or less marked. It is interesting that the 
disorder of the lymphatic system was no- 
ticed. The increased pigmentation impressed 
all early writers, as one can see from the 
titles given to the disease. 

De Amicis discusses the differentiation 
from Raynaud’s disease, tertiary nodular 
syphilides, tubercular leprosy, dermolymph- 
adenoma, melanotic carcinoma, and sarcoma 
or subcutaneous connective tissue. 

Speaking of therapy, De Amicis advises 
excision of the first noticed lesion in order 
to prevent dissemination. This concept and 
practice, as wrong as the excision of a pri- 
mary chancre to cure syphilis, has followers 
even now.* 


Comment 


The 12 cases of Kaposi’s sarcoma reported 
by De Amicis in 1882, in a practically over- 
looked monograph, are of historical interest 
as an early important contribution to the 
disease. 


170 Waterman St. (6). 
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Erythema Nodosum 


HENRY E. MICHELSON, M.D., Minneapolis 


Erythema nodosum was recognized and 
described by many of the early leaders in 
dermatology. Erasmus Wilson, in 1842, 
gave to us a clinical description of the con- 
dition which cannot be improved upon today. 
The lesions and the accompanying constitu- 
tional symptoms of this disease shed no 
light upon its etiology. It was long con- 
sidered to be either a form of or very closely 
allied to erythema multiforme, hence it was 
looked upon as belonging to the rheumatoid 
group of diseases. In more recent years 
doubt was cast upon the entity of erythema 
nodosum. Nodose lesions that could not be 
distinguished morphologically from those in 
the idiopathic cases were observed following 
the ingestion of certain drugs, such as 
bromides, and when the sulfonamides came 
into general use nodose cutaneous lesions 
were observed rather frequently, especially 
as a manifestation of intolerance to sulfa- 
thiazole. The most important. doubt con- 
cerning the cause of erythema nodosum 
arose when the condition was proclaimed to 
be an allergic manifestation of the reaction 
of a person against infection with tubercle 
bacilli. This made erythema nodosum a 
much more important disease than it had 
been theretofore considered. If the associa- 
tion with tuberculosis was correct, then the 
patients had to be looked upon as possible 
sources of the spread of tubercle bacilli 
and they deserved more than the casual 
attention that patients with erythema nodo- 
sum had been receiving. 


The present-day view of erythema 
nodosum allows four etiologic concepts: 
(1) a disease sui generis, (2) a cutaneous 
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lesion produced by a variety of causes 
(chemical, bacterial, viral, etc.), (3) a dis- 
ease associated with or belonging to the 
polyarthritis rheumatic group, and (4) a 
manifestation of tuberculosus infection. 

Before the discussion of these four pos- 
sibilities, some of the facts about the disease 
which years of observation have established 
will be reviewed. 


Occurrence of Erythema Nodosum 





Incidence.—Erythema nodosum is a rare 
disease. From various statistics it may 
safely be stated that it constitutes less than 
0.5% of cases seen either in private or in 
clinic practice. In my experience it is even 
less fréquent than that, and it seems to me 
to be becoming more and more infrequent. 
In the last 6000 new patients seen in office 
practice, there were only two cases of 
erythema nodosum. The incidence of the 
disease varies in different countries. 

Sex.—The sex ratio quoted in most text- 
books is three females to one male. 

Age.—The disease is certainly commoner 
in the young. In 180 cases tabulated by 
Harrison the youngest was 3 years of age, 
and the oldest, 53. He gave 16 years as the 
average but pointed out that the three oldest 
patients were 28, 41, and 53. The fact that 
the condition is seen more often in child- 
hood has aroused the interest of pediatri- 
cians, and some of the best discussions on 
the subject are to be found in the pediatric 
literature. 

Season.—The late fall, winter, and early 
spring are the times of commonest occur- 
rence, but since that period of the year is 
the favored time for the appearance of other 
diseases that are vaguely looked upon as 
belonging to the rheumatoid group it does 
not assume a conclusive significance. It is 
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ERYTHEMA NODOSUM 


interesting, however, to note that erythema 
nodosum and lupus erythematosus begin 
more commonly in the same period of the 
year. 

Climate.—It is difficult to find any re- 
liable information about the effect of climate 
or geography on the incidence of erythema 
nodosum. The fact that the Scandinavian 
literature contains so many articles on the 
subject may be somewhat indicative. How- 
ever, European and American medical ar- 
ticles in general so far outnumber those of 
other lands that no deductions should be 
made on the basis of numerical superiority 
of articles appearing in the literature. Ac- 
cording to Wallgren, the disease is rare 
in Italy and Hungary and common in Swe- 
den and England. 

Social Status.—Since erythema nodosum 
is encountered in clinics oftener than in 
private practice, it might be assumed that 
the disease is commoner in families of 
limited economic status; however, in con- 
trast to diseases such as lupus vulgaris that 
occur almost exclusively in the underprivi- 
ledged erythema nodosum is just as often 
seen in people who enjoy the maximum in 
physical comforts. 

Occupation.—A disease which occurs so 
much oftener in the young than in adults 
is not apt to have ain occupational incidence. 
In the Scandinavian literature, which usually 
is concerned with the relationship of the 
disease to tuberculosis, one would expect 
to find many sanatorium nurses to be the 
subjects of the case reports, but this is not 
the case. 

Epidemiology.—A small epidemic of the 
disease was reported by Brandon. - Fourteen 
cases of erythema nodosum were observed 
in a boys’ school which had one hundred 
seventy-three pupils, ranging in age from 
10 to 19 years. Tuberculin tests were made 
on 158 of the boys, with 139 reacting 
positively. All of the erythema nodosum 
patients had positive reactions. Among the 
boys without erythema nodosum there were 
16 cases of minimal or suspected tuber- 
culosis. In 12 of the 14 erythema nodosum 
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patients, hilar or the childhood type of tuber- 
culosis was found. A boy with open tuber- 
culosis had been removed from the school 
five weeks before the epidemic. The report 
is, to be sure, important. However, Keil 
pointed out several discrepancies in the de- 
ductions, stating that it had not been proved 
that the cases were due to tuberculosis. It 
must be remembered that erythema nodosum 
has been looked upon as one of the specific 
exanthems, especially of childhood, and this 
may have been a small specific epidemic. If 
erythema nodosum is one of the contagious 
exanthems, an epidemic can very easily be 
explained. The fact that recurrences are 
extremely rare favors this view. Wallgren, 
however, has observed recurrence in tuber- 
culous children and has produced recur- 
rences by giving tuberculin injections. 
Other instances of small epidemics and 
contact cases were reported long before the 
tuberculous etiology was stressed. The 
Dermatologische Wochenschrift in 1934 sub- 
mitted the question of erythema nodosum 
to a number of well-known German phy- 
sicians. Let us see what their views were. 


Views of German Physicians 


Artz stated that he believed erythema 
nodosum to be an idiopathic disease due to a 
cause as yet unknown. The reasons ad- 
vanced for a tuberculous etiology in children 
failed to convince him. He stated that he 
had seen eruptions similar to erythema 
nedosum which he called the symptomatic 
type, but they were manifestations of a 
different disease. He proposed adding a 
modifying term for cases of erythema nodo- 
sum lesions in which the etiologic factor was 
known—for example: erythema nodosum 
leuticum. 

Dittrich drew attention to the fact that 
physicians, and laymen, too, were constantly 
attributing skin conditions to an internal 
cause. In only a few skin diseases has 
such a cause been proved; a great many still 
remain sui generis, and for these dermatol- 
ogists base their nomenclature on a mor- 
phologic description. Often, too, there is a 
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“pure” form of a skin disease in addition 
to an apparently identical manifestation 
caused by known injurious agents. Dittrich 
further directed attention to the fact that 
erythema induratum may begin like erythema 
nodosum and that only the later course makes 
differentiation possible. He believed that 
there was a primary form of erythema 
nodosum which was benefited by salicylates 
and admitted that the number of secondary 
cases seemed to be steadily increasing. 

If drugs are a common cause of erythema 
nodosum lesions, we would expect to see 
many more cases, because of the rapidly 
changing antibiotic therapy and chemother- 
apy. I have not seen an increase in the 
incidence of the disease, since most of the 
cutaneous reactions to drugs that we see fall 
in the toxic erythema-urticaria or erythema 
multiforme group. 

The disease accepted by dermatologists as 
erythema nodosum has a characteristic de- 
velopment and course. It begins with fever 
and rheumatoid symptoms, which include 
pain in the legs, often angina, and at times 
gastrointestinal disturbances. The charac- 
teristic skin lesions appear very shortly after 
the prodromal symptoms; they are sym- 
metrical and vary in size and number. There 
is no epidermal change, and regression be- 
gins in a few days with a change in color 
of the lesions. They often pass through the 
same color changes as does an absorbing 
hematoma. Rarely new lesions form. The 
lesions heal without leaving a trace. This 
is the classic picture of the disease, and, as 
Krantz points out, any cases that deviate 
from this clinical picture, as well as cases 
in which a definite cause can be proved, 
should be excluded. With this view I 
heartily concur. For example, if it can 
be proved that a nodose lesion of the lower 
leg is due to tuberculosis, the diagnosis 
should be cutaneous tuberculosis. 

Regarding an epidemic of erythema 
nodosum being due to tuberculosis, Krantz 
thought it highly improbable that a group 
of people who became infected at about the 
same time with tubercle bacilli would show 


548 


A. M. A. ARCHIVES OF DERMATOLOGY 


an identical form of tuberculous skin reac. 
tion. He concluded that dermatologists 
should distinguish between idiopathic and 
symptomatic erythema nodosum. 

Kumer deplored that there was no uni- 
formity in the meaning of the term erythema 
nodosum. Some use it to designate a cer- 
tain distinct clinical picture, while it is for 
others a conception of a disease syndrome. 
As a disease it occurs largely in children, 
while the so-called symptomatic form is 
encountered in adults; this form heals more 
slowly. 

The old view that erythema nodosum was 
a form of erythema multiforme and purpura 
rheumatica is no longer tenable. The erup- 
tion and the clinical course of erythema 
nodosum seem to indicate that it is an in- 
fectious disease, but whether it is an inde- 
pendent infection or may be due to a 
tubercle bacilli is not certain. Since tuber- 
culosis is a common disease and erythema 
nodosum is comparatively rare, the few cases 
of erythema nodosum occurring in the tu- 
berculous are not convincing. Erythema 
nodosum, however, is more frequent in the 
Scandinavian countries. Wallgren stated 
that he saw about 50 cases a year. As for 
the rheumatic etiology, Kumer pointed out 
that the pain of erythema nodosum is not 
articular and that cardiac complications are 
rare. Whereas rheumatic disease is always 
protracted, erythema nodosum lasts but a 
week or two. He cited the pediatricians who 
were convinced of its tuberculous etiology 
and mentioned the positive bacillary find- 
ings of various observers. The positive 
tuberculin reaction after an attack of ery- 
thema he discounted somewhat, because 
erythema nodosum patients also showed non- 
specific reactions with horse serum, bouillon, 
etc. An important point is in the fact that 
erythema nodosum never evolves into a 
known form of cutaneous tuberculosis. 
Adults who have erythema nodosum do not 
develop tuberculosis; therefore, if erythema 
nodosum is a part of an allergic syndrome 
of an early spreading tuberculosis in child- 
hood it certainly is not that in adults. 
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ERYTHEMA NODOSUM 


Moncorps was impressed with the age in- 
cidence of erythema nodosum and thought 
that further investigations along that line 
were important. He thought that diseases of 
the anterior tibial localization should be ex- 
plained, if possible. 

Moro stated that he had opposed the 
theory of a tuberculosis etiology of erythema 
nodosum when it was advanced by Pollade, 
in 1913, but that he later subscribed to it 
without restrictions. His reasons were (1) 
the strongly positive, even vesicular, tuber- 
culin reaction in 98% of cases and (2) the 
finding of initial tuberculous foci in the 
lungs of children with the disease. Thus, 
to him erythema nodosum in a child was 
always of great diagnostic value. He did 
not look upon erythema nodosum as a tuber- 
culid but as a special kind of allergic reac- 
tion included in the biology of immunization. 
He admitted, however, that there were cases 
of erythema nodosum in children in which 
tuberculosis played no part. 

Riecke considered erythema nodosum to 
be an acute inflammatory infectious derma- 
tosis, possibly rheumatic in nature. Paral- 
lelism of erythema nodosum and symptoms 
of tuberculosis did not prove the tuberculous 
nature of the disease, he said, because tu- 
berculosis may be activated by an acute 
febrile disease. That the disease may be 
imitated by other pathologic events he ad- 
mitted, but he pointed out that it is com- 
parable to lichen planus in that the arsenicals 
may provoke a lichen planus-like eruption 
which is indistinguishable from the idio- 
pathic type of the disease. 

Rille was opposed to the tuberculous 
etiology of erythema nodosum, and he men- 
tioned that as early as 1871 E. Lipp showed 
that erythema nodosum lesions might occur 
in female patients with secondary syphilis. 

Wallgren contended that erythema nodo- 
sum is not a symptom which is pathognomic 
of a certain disease. It is rather a set of 
symptoms which occur together, a syndrome 
which can be provoked by different agents. 
The agent, he said, is often, but not always, 
tuberculosis. In Sweden the number of 
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erythema nodosum patients who also have 
tuberculosis far exceeds the number of those 
who do not. In 670 children with erythema 
nodosum, he found only 20, or 3%, who 
were free from tuberculosis. Most of these 
patients had primary intrathoracic tuber- 
culosis. Bacilli were found on gastric lavage 
in 50% to 75%. In the 20 patients with 
negative tuberculin reactions there was a 
greater tendency for the erythema nodosum 
lesions to relapse. 

Wallgren did not believe that erythema 
nodosum was due to a living organism but 
said that its etiology was similar to that of 
urticaria. He believed it to be an allergic 
reaction. Children with erythema nodosum 
who were infected with tuberculosis showed 
no tuberculin reaction before the erythema 
nodosum was manifested, even after very 
large doses of tuberculin, but after the out- 
burst they reacted positively to very small 
doses. Wherever possible to ascertain, the 
period from infection with tuberculosis to 
the time of the attack of erythema nodosum 
was found to coincide with the period of 
incubation, namely, three and one-half to 
five weeks. Therefore, erythema nodosum 
appears at the time when the allergy 
changes, Children who have been proved 
to have tuberculosis previously rarely de- 
velop erythema nodosum. To summarize, 
Wallgren considered erythema nodosum to 
be a nonspecific syndrome of allergy which, 
as far as it concerns children in Sweden, was 
in most cases provoked by tuberculosis. It 
could be connected with other infections or 
could occur independently. 

From this array of opinions it is difficult 
to draw any conclusion, but one readily 
distinguishes between the dermatologic and 
the pediatric point of view. Most of the 
dermatologists appear to recognize a specific 
or idiopathic and a symptomatic form of 
erythema nodosum, while the pediatricians 
align the eruption with allergy, and in a 
large percentage of children the phenom- 
enon is associated with early tuberculosis. 
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Identification of Erythema Nodosum 


The various arguments concerning the 
identification of erythema nodosum may be 
rather convincing, but they depend upon 
which hypothesis the author adheres to and 
upon his convictions rather than 
proofs. 

A Rheumatoid Disease.—Historically the 
disease was associated with erythema multi- 
forme, but the earlier dermatologists were 
aware that erythema nodosum was _ the 
severer disease and also that it was often 
seen in children in whom tuberculosis was 
suspected and that albuminuria was often 
observed. They found that the disease was 
not associated with arthritis, that there were 
no cardiac complications, that it had a much 
shorter course than had arthritis, and that 
it rarely recurred, as arthritis does. They 
also knew that a symptomatic form existed 
which had been observed in the period of 
secondary syphilis, in patients with gonor- 
rheal prostatitis, and following bromide in- 
gestion. In recent years the absence of any 
of the signs or symptoms of rheumatoid 
disease occurring in erythema nodosum pa- 
tients has pretty well eliminated the view 
that the disease belongs to the rheumatoid 
group. 

A Symptom Complex.—This view is still 
adhered to by many physicians. They cite 
the various diseases with which nodose 
cutaneous lesions have been associated. 
However, it must be borne in mind that 
observers other than dermatologists often 
include many blotchy erythematous lesions 
under the heading of erythema nodosum; 
they do not adhere to the strict morphologic 
criteria that we do. Then, too, many of the 
reports of internists and _ pediatricians 
describe clinical courses in distinct variance 
to the accepted course that dermatologists 
have learned to associate with erythema 
nodosum. That symptomatic erythema may 
occur cannot be denied, but the lesions and 
course of the symptomatic variety are dif- 
ferent from the, let us say, true form. The 
symptomatic lesions are not uniform in size, 
often are not elevated, are more widely 


550 


upon - 


A, M. A. ARCHIVES OF DERMATOLOGY 


distributed, and recede without passing 
through the expected shades of color. Many 
areas of the body may be involved; most 
commonly the cheeks and forearms in addi- 
tion to the anterior tibial areas are affected. 

Dermatoloyists diagnose erythema nodo- 
sum with ease but require the eruption to 
conform to rather rigid criteria. Neverthe- 
less, in every case so diagnosed, an apparent 
cause should be looked for, and if one is 
found then the subsequent course of the 
disease must assist in determining whether 
the é¢ruption was independent or was defin- 
itely caused by the etiologic factor suspected. 
This, to be sure, is very difficult, but only 
in careful analysis can the nonspecificity of 
erythema nodosum be determined. 

If erythema nodosum may be an accom- 
paniment of a number of diseases, the pre- 
cise mechanism of the pathogenesis of 
the lesions still remains a mystery. How the 
virus of lymphopathia venereum and _ the 
gonococcus can produce identical lesions is 
hard to conceive, and why a circulating noxa, 
if it is not specific, elects to produce a few 
intensely inflamed lesions predominately lo- 
cated in the tibial regions is hard to under- 
stand. 

One must, however, admit that lesions 
indistinguishable clinically and pathologically 
from what is known as idiopathic erythema 
nodosum do occur with some regularity 
in association with a number of diverse 
diseases. Therefore, it is reasonable to state 
that erythema nodosum may be a part of the 
findings in a number of diseases but may 
still be independent of the etiology of those 
diseases. 

Tuberculosis—The occurrence of ery- 
thema nodosum in children simultaneously 
with the onset of tuberculosis has been ob- 
served too often to be hastily dismissed. 
Tuberculosis developing a short time after 
an attack has also been noted, so that every 
clinician should be aware of the association 
even if erythema nodosum is not due directly 
to the tubercle bacillus. In fact, the presence 
of erythema nodosum, especially in a child, 
should be as important a sign as a positive 
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ing = reaction and should make im- 


perative a diagnostic search for tuberculosis. 

The arguments in favor of erythema 
nodosum either being caused by established 
tuberculosis or being an accompanying sign 
of a primary infection of tuberculosis are 
Pconvincing. Rotnes has carefully collated 
and reviewed the proofs of the association 
of erythema nodosum and tuberculosis in 
his monograph on the subject. Wallgren 
also has written exhaustively on the asso- 
ciation of erythema nodosum and_tuber- 
culosis. The following points, briefly stated, 
are the most important ones brought out by 
these authors. 

1. Erythema nodosum has appeared at the 
end of the incubation period of a primary 
infection with tuberculosis, at which time 
the allergy or hyperallergy becomes mani- 
fest. 

2. The tuberculin reaction is unusually 
intense in patients with erythema nodosum; 
in fact, a bullous reaction in a child might 
almost be interpreted as characteristic for 
the group. There is a marked hyperergy, 
which is greatest during the prodromal 
stage. Wallgren states that the hyperergy 
has nothing to do with the eruption but is 
bound up with the symptom complex. He 
believes that erythema nodosum is connected 
with the so-called initial fever of tuberculo- 
sis, and even though an eruption does not 
appear one might be dealing with erythema 
nodosum without eruption. He cites family 
epidemics of erythema nodosum in conjunc- 
tion with tuberculosis in which some mem- 
bers of the family had the entire symptom 
complex and others the symptom complex 
without eruption. Both groups, however, 
developed tuberculosis. He found no pre- 
dilection for female children, whereas in 
adults, females are much more often the 
subjects of erythema nodosum. Wallgren 
summarizes the facts concerning allergy in 
erythema nodosum by stating that the sen- 
sitivity rises abruptly with the fever and 
in a few days or a week recedes, the erup- 
tion coinciding with the hyperergy or ap- 
pearing during the recessional side of the 
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curve of sensitivity. Therefore, erythema 
nodosum is connected with the hyperergic 
stage of tuberculosis. 

The intrathoracic symptom which seems 
to be characteristic for erythema nodosum, 
especially in children, is the appearance of 
hilar thickening. The frequent presence of 
hilar nodules is well established, but the 
explanation is not settled. Such thickening 
has been observed by Paul and Pohle in 
adults. Wallgren describes them as rapidly 
appearing on either side or on both sides of 
the chest, usually on the right side. The 
thickening is most marked about one month 
after the outburst of erythema nodosum, and 
if the child is examined a year later rem- 
nants may be observed roentgenologically 
as sclerotic or calcified specks. Some authors 
do not interpret these thickenings as tuber- 
culous traces but as an adenitis, and the 
possibility of the nodes being identical with 
the erythema nodosum lesions elsewhere has 
been suggested. 

Wallgren emphasized the infrequency of 
histologic control of the chest lesions in the 
benign cases. There were no necropsies, but 
in a few cases the course was severe, ending 
in meningitis and death. In those patients 
there was caseation of the hilar glands and 
tubercle bacilli were easily demonstrated. He 
thought that this proved the tuberculous 
character of the hilar thickenings. 

To be sure, cases of erythema nodosum 
have been observed in children in which 
no intrathoracic lesions were found, but the 
finding is so common in Swedish children 
that Wallgren and others believe that the 
hilar thickening cannot be dissociated from 
erythema nodosum. 

Tubercle bacilli have not been found in 
erythema nodosum lesions often enough to 
be at all conclusive. Results of animal in- 
oculation also have been negative in almost 
all reports. 

Erythema nodosum rarely is observed in 
a previously pronounced tuberculous child. 
As is known, the allergy is not constant, and 
if there is a gradual lowering and then a 
sudden rise the appearance of erythema 
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nodosum should be anticipated. Wallgren 
has seen this and also has seen erythema 
nodosum follow measles and whooping 
cough, both diseases capable of changing 
tuberculin sensitivity. 

The microscopic study of erythema nodo- 
sum lesions should throw some light on the 
process. One thing is certain: the micro- 
scopic findings are not those of any known 
form of cutaneous tuberculosis nor has an 
erythema nodosum lesion that changed into 
a form of cutaneous tuberculosis been re- 
corded. There is a rather close resemblance 
to erythema induratum, and in some prepa- 
rations of erythema nodosum there may be 
tuberculoid structure in the subcutis. This 
requires very careful evaluation, but usually 
the two diseases may be clearly differentiated 
microscopically. 

From the assembled literature, especially 
the writings of Miescher, and a study of 20 
cases in our collection, the histologic findings 
in erythema nodosum may be briefly sum- 
marized as follows: There is no change in 
the epidermis. The upper cutis may show 
some edema and some strands of infiltrate. 
The changes are almost exclusively in the 
deeper cutis and in the subcutis. The changes 
are not uniform, and the inflammation does 
not appear in one mass but consists of foci 
of various sizes which are often dissimilar. 
In the fatty layer there is some proliferative 
obliteration of the fat, but it does not 
progress until the infiltrate completely re- 
places the fat. The processes are more 
spotty and more heterogeneous than in 
erythema induratum, where the stamp of 
tuberculosis is readily observed. Miescher 
has called attention to small granulomas with 
radially placed histocytes surrounding a 
lumen which is a space and not a blood 
vessel. He observed this consistently in both 
idiopathic cases and those caused by sulfa- 
thiaozole. I could find few such nodules in 
my sections. 

I believe that the histologic picture is a 
nonspecific one; that the chief pathologic 
findings are in the deep cutis and are more 
marked in the subcutis, and that there is 
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no characteristic abundance of any particular 
cell, but that lymphocytes, polymorphonu- 
clear leukocytes, and, in the fat, giant cells, 
all may be seen in abundance. The 
trabeculae are infiltrated, especially in the 
fat, and the blood vessel walls are much 
thickened, but obliteration of the lumen with 
intra- and perivascular infiltrate as seen in 
erythema induratum is not found. The 
process as a whole is not nearly as uniform 
as in erythema induratum, and nowhere is 
there the frank tuberculoid structure found 
in that disease. However, there are areas 
in erythema nodosum where the similarity 
of the two diseases is striking. I was most 
impressed by the orderly uniformity and 
more purely epithelioid character of ery- 
thema induration as contrasted with the ra- 
ther heterogeneous assembled appearance of 
erythema nodosum. The dense irregular mass 
of infiltrate in the subcutis was surrounded 
by foci of varying sizes, lying above and 
to the side. Giant cells were frequent in the 
mass but were not seen in the foci. There 
was no necrosis, but I often encountered 
areas where there must have been soften- 
ing, as evidenced by poor cell outlines and 
faint staining. 

The microscopic findings throw no light 
on the etiology of the disease. It certainly 
is not that seen in tuberculosis of the skin, 
even though there is a resemblance to 
erythema induratum. 


Comment 

Erythema nodosum is a disease which 
has such a uniform morphology, and so 
often a uniform clinical course, that it 
would on first impression seem to be an 
entity, and it well may be. However, in- 
distinguishable lesions have been observed 
so often in the course of other diseases, 
or provoked by some drugs, especially 
sulfathiazole, and the disease has been so 
frequently observed in association with tu- 
berculosis in children that doubt has been 
cast upon the specificity of the eruption. 
The mode of thinking of an author, the 
particular aspects of the cases in his report, 
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ERYTHEMA NODOSUM 


and the ease with which findings and de- 
ductions were accepted have brought to med- 
ical literature a mass of opinions about 
erythema nodosum. No exact scientist can 
accept without reservations the finality with 
which some authors dismiss the subject, 
merely stating that erythema nodosum may 
be caused by many different agents and is 
not a specific disease or that it is due to or 
associated with tuberculosis. There is still 
good reason to look upon the cases in which 
the eruption and the course of the disease 
conform strictly to rigid criteria as a dis- 
ease sui generis. That certain diseases or 
drugs may provoke the eruption, just as 
inoculation malaria may provoke herpes 
simplex, seems reasonable. That the disease 
occurs in the north temperate zone and 
rarely in warm climates must be significant. 
That it occurs in children and rarely recurs 
throws weight in favor of its being a specific 
exanthem. This theory is strengthened by 
the fact that just as measles and mumps 
and other such diseases choose their sites 
of manifestation so does erythema nodosum; 
it is predominately an eruption of the an- 
terior tibial regions. Microscopically it also 
is characteristically selective. The circum- 
scribed activity is in the lower cutis and 
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subcutis. The pathologic reaction is intense 
but not destructive, and the parts become 
entirely repaired. The course of the disease 
is fairly uniform; it behaves like an acute 
infection and should be handled as such, 
for bed rest facilitates healing and shortens 
the course. These are some practical facts 
about the disease, but a dermatologist must 
always analyze a cutaneous reaction and 
everything associated with it; therefore, the 
doubt cast on the entity of erythema 
nodosum must not be lightly dismissed. 
Since we do not know the cause, we should 
seriously consider the suggested possibilities. 

In a child, tuberculosis should be looked 
for or anticipated, and the observation 
period after an attack of erythema nodosum 
should be long. 

In adults, the chest should be investigated 
and the possibilities of either a direct or a 
precipitating cause looked for. 

Above all, the dermatologist should not 
be satisfied with the knowledge about 
erythema nodosum found in the dermatologic 
literature. To keep abreast with this disease 


demands a constant surveillance of the 
general literature. 
Medical Arts Building. 
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Clinical Evaluation of Radiation Therapy in Psoriasis 


LEONARD C. HARBER, M.D., Long Beach, N. Y. 


Since the discovery of x-ray radiation by 
Roentgen in 1895, favorable results from its 
judicious use in dermatologic therapy have 
been well attested. However, during the 
past decade there has been a strong ten- 
dency to employ x-ray radiation of lower 
dosage and less penetrating power than 
previously used. This tendency is mainly 
due to efforts to give the patient maximal 
protection against the sequelae of excessive 
radiation. Low-voltage x-ray radiation, 
which was introduced into dermatology by 
Bucky in 1925, has assumed a greater role 
as a step toward such a safer therapeutic 
agent. Previous reports have described this 
low-voltage x-ray radiation under various 
titles, such as “grenz ray,” “Bucky ray,” 
and “very soft x-ray.” 

It is only recently that improvements in 
ionization chamber construction have en- 
abled more accurate mensuration and defi- 
nition of the rays to which the above terms 
were more or less loosely applied. Today 
the term grenz rays applies specifically and 
by definition to those x-rays whose half- 
value layer lies in the range of 0.018-0.035 
mm, Al.* These rays have wavelengths 
between 1 and 4 A. 

It is beyond the scope or intent of this 
paper to discuss the specific uses and long- 
term effects of radiation; however, there 
are several problems concerning the rela- 
tive merits of grenz and “conventional” 

Submitted for publication Aug. 24, 1957. 

Miss Herdis Finsen gave technical assistance. 

From the University Clinic of Dermatology, 
Rigshospitalet, Copenhagen (Prof. Holger Haxt- 
hausen, M.D., Chief). This study was aided by a 
U. S. Government Grant (Public Law 584, 79th 
Congress, the Fulbright Act). 


* Grenz-ray radiation as used in this study refers 
to x-ray radiation of H.-V. L. 0.022 mm. Al. 
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x-ray radiation ~ that have not previously 
been evaluated by modified paired compari- 
son techniques, and these form the subject 
of this investigation. The following study 
was designed to compare the clinical effec- 
tiveness of grenz ray and x-ray radiation 
in a random sample of psoriasis patients, 
Particular attention was given to the fol- 
lowing questions. 

1. How much difference in effectiveness 
is observed between grenz and conventional 
x-ray radiation on the same type of lesion 
in a given patient? 

2. On the basis of clinical appearance 
can one predict which type of psoriatic 
lesion will be more sensitive to radiation? 

3. Ts an adjacent psoriatic lesion affected 
by radiation given to a neighboring site? 

4. What is the time interval between 
irradiation and clinical improvement ? 

5. At previously treated sites is there 
any selective protective action of radiation 
against future recurrence of psoriasis? 


Material and Method 


A. Sixty-seven consecutive psoriatic patients 
whom I saw at Rigshospitalet were treated with 
radiation. Seventy-six separate studies were per- 
formed on this group, as nine patients were used 
in two series of tests.t 

The age range was 5 to 76 years, and the dura- 
tion of disease 2 weeks to 46 years. No correlation 
of age, sex, duration of disease, and observed re- 
sults could be established. 

During the period of treatment and observation 
59 patients, representing 66 of the studies, were 


+ The terms “x-ray” and “x-ray radiation” will 
be used in this paper to designate shorter wave- 
length or “conventional” x-rays produced at 50 kv. 
and 40 ma. and having a half-value layer of 0.85 
mm. Al. 

{ Five additional patients who also had psoriasis 
were excluded from this study because of previous 
irradiation, danger of erythroderma, or medica- 
tions having been inadvertently applied to test sites. 
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RADIATION THERAPY IN PSORIASIS 


Fig. 1—Group I. 


able to be hospitalized. It is fully realized that, 
although this facilitated experimental procedures, 
the normal environmental conditions were thus 
altered. However, even if one concedes that this 
change in the patient’s surroundings might accele- 
rate the improvement it would hardly be expected 
to act selectively in any one of the irradiated sites, 
which were always evaluated by comparison with 
a nonirradiated control site. 

B. The studies were all made on lesions which 
received no topical medication with the exception 
of ordinary yellow petrolatum. Petrolatum was 
used in several cases where the scaling was par- 
ticularly heavy. 

C. The lesions chosen for irradiation can be 
described as belonging to one of three groups. 

Those of Group I (Fig. 1) consisted of three 
discrete psoriatic lesions of diameter less than 
6.5 cm. Lesions were of similar appearance and 
separated by normal skin. 

Those of Group II (Fig. 2) had one discrete 
psoriatic lesion with a total area less than 300 sq. 
cm. and which could be divided into three parts of 
similar appearance. 


@ 
© 
® 


Fig. 3—Group III. 








Fig. 2—-Group II. 


Group III (Fig. 3) had one discrete psoriatic 
lesion with a total area greater than 300 sq. cm. 
and which could be divided into three parts of 
similar appearance. This group alone was 
characterized by flaking scales rather than 
micaceous ones. Lichenification was always promi- 
nent. The clinical thickness was definitely not 
greater than that of either Group I or Group II. 

D. The radiation was given at weekly intervals 
to each patient. The factors involved in administra- 
tion and technique were as shown in Table 1. 
The choice of these factors was based on available 
equipment and previous hospital procedure used at 
Rigshospitalet. The 1 mm. Al filter used in the 
x-ray irradiation was designed to afford a greater 
increment between the half-value layers of the 
two types of radiation. All lesions included in this 
study were carefully shielded when radiation was 
given to an adjacent site. 

E. Readings: When weekly interpretations of 
irradiated sites were made, the degree of improve- 
ment was judged in terms of diminution of scaling, 
elevation, and erythema. The inclusion of the con- 
trol site was intended to reflect the course of the 
untreated disease. For simplicity in presenting 
data and in an attempt to avoid pseudoscientific 
analysis, the observed results are merely presented 
in terms of improvement of one lesion being 
greater or less than that of the other lesion with 
which it is being compared. In any reading where 
there was doubt as to a significant difference 
between two sites they are recorded here as 
being equal. 


Results and Comment 


1. Improvement in Grenz- and X-Ray- 
Irradiated Sites Compared with Controls.— 


TABLE 1.—Administration of Radiation 











Radiation Machine r/Treatment Kv. Ma. Distance Time Filter H. V.I. Al 
X-ray Brackeseib. (Contactron) 160 50 40 1mm. Al 0.85 
Grenz Siemens Grenzstrahlen 200 11 15 12cm. 11.5 sec. 0.022 

Apparat 
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TABLE 2.—Improvement of Irradiated Sites Compared with Control * 
(Tabulation of Number of Cases and Their Responses) 








Observations 





Both Grenz and Both Grenz and 








Total Number X-Ray Better X-Ray Same As Other Readings 
of Cases Than Control Control 
G>C, X>C G=C,X=C G>C,X=C G<C,X=C G=C,X>C G=C, X<C 
Day 14 
Group I 41 34 5 1 1 
Group II 25 19 3 0 1 1 1 
Group III 10 1 9 0 0 0 
Day 21 
roup I 39 ¢ 33 0 0 1 0 
Group II 23 t¢ 19 2 2 0 0 0 
Group III 10 1 9 0 0 0 0 
* Key: G= grenz; X= x-ray; >= More improved than; <= Less improved than; = = Same appearance as. 


+t Two patients unavailable for reading. 


(a) Groups I and II (Days 14 and 21): 
As seen in Table 2, there was a marked 
difference in the improvement of the irra- 
diated sites as compared with the nonirra- 
diated controls. This was most pronounced 
in Groups I and II, which will be discussed 
together, as they were statistically alike. 
The 128 readings of the 56 cases in these 
groups showed that both the grenz- and 
the x-ray-irradiated sites were more im- 
proved than the nonirradiated psoriatic con- 
trol site in at least 80% of the cases studied. 
In addition, the improvements with grenz- 
and x-ray irradiation closely paralleled each 
other in the individual patient, as well as 
in the total group. - 

(b) Groups I and II (Days 7 and 28): 
The findings at the end of Day 7 following 
initial irradiation are not presented here, 
as the differences observed were not of a 
sufficient magnitude to make unequivocal 
readings. However, the trend seemed to 
follow closely the observations of Day 14. 

The interpretation of readings obtained 
after Day 28, i. e., after four weekly radia- 
tion treatments had been given, was not 
significant statistically,§ as a large percent- 
age of the patients were unavailable for 
evaluation or had complete improvement in 
the control site. 

(c) Group III (Days 7, 14, 21, and 28) : 
Of the total of 10 patients who comprised 








§ The majority of patients included in this study 
were not residents of the city; therefore extended 
periods of observation were impractical because 
of time and distance factors. 
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this group, 9 evidenced no pronounced 
difference between the response of the con- 
trol and that of the irradiated sites. This 
was true during the entire four-week period 
of observation. Whether the sole factor 
of a larger area of involvement indicates a 
more advanced stage of the lesion is un- 
known. Nevertheless, it was soon apparent 
that the combination of large-size, flaking 
scale and lichenification made the inade- 
quacy ‘of radiation in Group III relatively 
easy to predict. It is of interest to note, 
however, that in four of the nine unre- 
sponsive lesions there was improvement in 
the irradiated sites; but this was considered 
to be the natural course of the disease, as 
the control site was observed to be equally 
improved. In the other five patients all 
observed sites remained unimproved. 

2. X-Ray and Grenz Ray Compared with 
Each Other.—(a) Groups I and II (Days 
14 and 21): As shown in Table 3, in over 
70% of the studies there was no significant 
difference between the degrees of improve- 

Fig. 4.—Group I, Patient 1, Day 1. X=x-ray- 
treated site; B—=grenz-ray-treated site; C—control. 

Fig. 5.—Group I, Patient 1, Day 14. X=x-ray- 
treated site; B—=grenz-ray-treated site; C—control. 

Fig. 6.—Group I, Patient 2, Day 1. X=x-ray- 
treated site; B—=grenz-ray-treated site ; C=control. 

Fig. 7.—Group I, Patient 2, Day 21. X=x-ray- 
treated site; B—=grenz-ray-treated site ; C=control. 

Fig. 8—Group II. Patient 2, Day 1. X=x-ray- 
treated site; B—grenz-ray-treated site ; C—control. 

Fig. 9.—Group II, Patient 2, Day 14. X=x-ray- 
treated site; B—grenz-ray-treated site ; C—control. 

Fig. 10.—Group II, Patient 3, Day 1. X=x-ray- 
treated site; B—grenz-ray-treated site ; C—control. 

Fig. 11.—Group II, Patient 3, Day 18, X=x-ray- 
treated site; B—grenz-ray-treated site; C—control. 
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Figure 12 
Fig. 12—Group III, Patient 4, Day 1. Psoriasis 


ment in the two irradiated sites when they 
were compared with each other. In the re- 
maining portion the difference, when noted, 
was not considered as great as the marked 
superiority of both irradiated sites over the 
control. The grenz-ray-treated lesions were 
definitely more improved than the x-ray- 
treated ones in 20% of the cases. 
Although this is suggestive, it is not neces- 
sarily to be regarded as significant, because 
TABLE 3.—Improvement of Irradiated. Sites 


Compared with Each Other 
(Tabulation of Number of Cases and Their 











Responses ) 
Observations 

Total Grenz Grenz Grenz 

Number Same as Better Worse 

of X-Ray Than Than 

Cases X-Ray X-Ray 

Day 14 

roup I 41 30 6 5 
Group IT 25 19 5 1 
— Ill 10 10 0 0 
Group I 39* 26 10 3 
Group IT 23° 18 4 1 
Group III 10 10 0 0 





*Two patients uuavailable for reading. 
Harber 
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Figure 13 


responded poorly to radiation. Note large area, 


erythema, and flaking scale. 

Fig. 13—Group III, Patient 4, Day 14. 
X=x-ray-treated site; B—grenz-ray-treated site; 
C=control. 


the x-ray-treated sites were found to be 
superior in 8%. These differences may well 
be due to the small size of the sample 
studied. 


3. Clinical Improvement Following Irra- 
diation Related to Time Factor and Number 
of Treatments.—The greatest degree of im- 
provement of the irradiated sites as com- 
pared with the control which had no 
irradiation was observed between Days 11 
and 21, i. e., after two or three weekly 
treatments. Though improvement was dis- 
cernible in close to 50% of the cases at 
Day 7, it was of a much less degree than 
that represented by the data in Tables 2 
and 3. Insufficient cases were seen at Day 
28 to justify comment on improvement be- 
tween Week 3 and Week 4.|| 


|| For a detailed study of the course of untreated 
psoriatic lesions as compared with those receiving 
grenz radiation, the reader is referred to the work 
of Dr. H. Kopp, XI International Dermatology 
Congress. 
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4. Effect of Radiation on a Neighboring 
Site.—During the observation of the lesions 
in Group II, where the control was in direct 
apposition to the irradiated site, particular 
notice was taken as to whether the portion 
of the control nearest the irradiated site 
improved to a greater degree than did the 
central area of the control. This was defi- 
nitely not found to be so. When it occurred, 
the improvement in the control was uniform 
throughout its entire area. This fact plus 
the striking difference in improvement noted 
between irradiated and nonirradiated areas 
strongly reinforced the concept that irradia- 
tion produces improvement through direct 
local cellular action rather than as a result 
of a humoral substance being released. If 
this were not so, one certainly would have 
expected the control sites to have shown 
more improvement than was noted in this 
series. 

5. Protective Action of Radiation Against 
Recurrence of Psoriasis.—Since the incep- 
tion of this study eight of the original 
patients who were treated have returned 
to the hospital with new psoriasis lesions. 
There was no evidence found in any of this 
group to indicate that irradiation of one site 
offers resistance to recurrence as compared 
with nonirradiated control sites. 


Summary 


1. Conventional x-rays and grenz rays 
were compared as to their effectiveness in 
the treatment of 76 unselected cases of 
psoriasis. 
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2. When the clinical course of irradiated 
sites and nonirradiated control sites were 
compared in the same patient, both types 
of radiation were found to be effective in 
two of the three kinds of lesions described. 

3. No significant statistical difference in 
therapeutic response could be found be- 
tween the two types of radiation in the 
majority of the studies made. 

4. Several factors relating to the results 
obtained in the irradiation of psoriasis are 


also discussed. 

The guidance of Prof. Holger Haxthausen was 
employed in the diagnosis and clinical evaluation of 
the majority of the cases presented. 


164 Monroe Blvd. 


REFERENCES 


1. Baer, R. L., and Witten, V. H., Editors: 
Yearbook of Dermatology (1955-1956 Series), 
edited by R. L. Baer and V. H. Witten, Chicago, 
The Year Book Publishers, Inc., 1956, p. 7. 

2. Bucky, G., and Combes, F. C.: Grenz Ray 
Therapy, New York, Springer Publishing Co. Inc., 
1954. ° 

3. Ebbehoj, E.: Untersuchungen tiber ultraweiche 
Rontgenstrahlen, ihre Tiefendosiskurven und das 
Verhaltnis zwischen ihren biologischen Wirkungen, 
Copenhagen, nyt Nordisk Forlag, 1937. 

4. Hollander, M. B.: Grenz Rays, J. Invest. 
Dermat. 21:15-25, 1953 (extensive bibliography). 

5. MacKee, G. M., and Cipollaro, A. C.: X-Rays 
and Radium in the Treatment of Diseases of the 
Skin, Ed. 4, Philadelphia, Lea & Febiger, 1946. 

6. Ormsby, O. S., and Montgomery, H. M.: 
Diseases of the Skin, Ed. 8, Philadelphia, Lea & 
Febiger, 1954, p. 326. 

7. Pillsbury, D. M.; Shelley, W. B., and Klig- 
man, A. M.: Dermatology, Philadelphia, W. B. 
Saunders Company, 1956, p. 734. 








UMI 


GY 


ted 
ere 


pes 
in 


- in 


the 


alts 
are 


was 
1 of 


OTs; 
es), 
Ago, 


Ray 
nc,, 


iche 
zen, 
rest. 
ty). 
ays 
the 


—r & 


lig- 





Cutaneous Porphyria with Porphobilinogenuria 


A Review and Report of a Case Treated by Chelation 


SHERWYN M. WOODS, M.D.; HENRY A. PETERS, M.D., and STURE A. M. JOHNSON, M.D., Madison, Wis. 


Since Giinther’s! clinical study of the 
now-famous case of Petry, a congenital 
porphyric (erythropoietica of Watson®), 
and Hans Fischer’s * biochemical] investiga- 
tion of this patient in 1915, the term 
porphyria has grown to embrace a group 
of deceptively different, yet similar, syn- 
dromes. It is perhaps best regarded as a 
group of inborn errors of porphyrin metab- 
olism which find expression in the adult 
most commonly as an acute, often fatal, 
abdominal-neurological disorder or, less 
commonly, as a more chronic photosensitive 
cutaneous disorder. Increasing knowledge 
of the biochemistry of the porphyrins and 
the frequent merging of one syndrome into 
the other have offered a perplexing clinical 
problem. The classifications of Giinther,? 
Waldenstr6m,* Kark,> and Watson? bear 
witness to this problem, the latter being 
widely accepted in this country. Watson’s 
classification is as follows: 

Porphyria Erythropoietica 

Porphyria Hepatica 

Acute Intermittent 

Cutanea tarda 

Mixed 

Latent 

The patient presented below represents 
an example of hepatic porphyria of the 
cutanea tarda variety, with evidence of 
latent and manifest porphyria in the ma- 
ternal blood line. The patient has been 
studied clinically, biochemically, and histo- 


Submitted for publication Dec. 19, 1957. 


Formerly senior student in medicine, University 
of Wisconsin Medical School; currently intern, 
Philadelphia General Hospital (Dr. Woods). As- 
sistant Professor of Neuropsychiatry, University 
of Wisconsin Medical School (Dr. Peters). Pro- 
fessor of Medicine, University of Wisconsin 
Medical School (Dr. Johnson). 
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logically over a period of two years, during 
which time we have observed the emergence 
of porphobilinogenuria and manifestations 
suggesting that the syndrome may well be 
merging into that which is seen in mixed 
porphyria, where abdominal or neurological 
manifestations may coexist or alternate with 
cutaneous symptomatology. It is believed 
that this represents the first report of quan- 
titative studies of urinary prophobilinogen 
and its precursor, §-aminolevulinic acid, in 
a case of cutaneous porphyria under longi- 
tudinal study. 


Chelation therapy with heavy-metal 
chelates such as dimercaprol (BAL) and 
edathamil calcium-disodium (Calcium Di- 
sodium Versenate) at this institution in the 
treatment of acute intermittent. hepatic 
porphyria has been highly favorable and 
often dramatic in 14 of 21 cases so treated.* 
A number of these patients were moribund 
while under steroid and other forms of 
therapy until chelation was begun. Because 
of this experience, a program of chelation 
therapy and study was undertaken in the 
patient herein reported, who provided an 
unusual opportunity to observe the transi- 
tion of cutaneous porphyria into a mixed 
porphyria with porphobilinogenuria. 


Report of a Case 


A 16-year-old youth was first seen at University 
Hospitals in March, 1955, because of a vesiculo- 
bullous eruption on the exposed areas of his body 
following exposure to sunlight the previous day. 


* Presented by H. A. Peters, M.D., to the 
American College of Physicians and Surgeons, 
Boston, April, 1957 (Peters, H. A.; Woods, S.; 
Eichman, P. L., and Reese, H. H.: The Treatment 
of Acute Porphyria with Chelating Agents, Ann. 
Int. Med. 47 :889-899, 1957.). 
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He had been entirely well, except for childhood 
exanthemas and whooping cough, until May, 1953, 
when he plowed a corn field, while shirtless, on a 
warm sunny morning. This was followed by edema 
of both arms, sensations of heat and pruritus in 
the exposed areas, and two days later by the 
appearance of discrete vesicles and bullae up to 
the size of a quarter on his face, neck, and hands. 
These lesions were preceded by a brief erythem- 
atous macule, were mixed in their stage of de- 
velopment, were surrounded by a halo of erythema, 
occasionally became purulent, and healed with 
brownish crusting, pigmentation, and scarring 
Exacerbations of this process occurred with eacl. 
exposure to sunlight during the summers of 1953 
and 1954. He insisted that exposure to paint fumes 
and the ingestion of peas, orange juice, or an oc- 
casional beer tended to aggravate his symptoms. 
The only winter episode occurred in December, 
1954, after he was outside on an overcast day, 
during a period in which he had been wallpapering 
and painting indoors with rubber-base paint. His 
urine had been darker since the onset of his illness, 
varying from orange to reddish-brown in color. 
Marked constipation and urinary discoloration 
often preceded the development of cutaneous 
lesions. Photophobia was severe, and he complained 
that his skin abraded easily, with considerable ex- 
udation of serum and delayed healing. At no time 
had there been any mental, neuromuscular, or ab- 
dominal manifestations other than chronic constipa- 
tion. He had received liver injections, locally 
administered cortisone, and antihistaminics, which 
succeeded only in reducing the edema. Skin testing 
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had revealed allergies to grain, barn dust, hops, 
and codfish, but no desensitization had been at- 
tempted. He had _ never’ used barbiturates, 
sulfonamides, or opiates; there was no exposure 
to lead, zinc, or arsenic. 

On physical examination he was noted to be a 
well-developed, intelligent, cooperative youth who 
appeared older than his 16 years. Aside from the 
cutaneous findings, examination revealed only 
photophobia, conjunctival injection, cryptic tonsils, 
and mild phimosis. The face and neck had a dusky 
hue, with numerous scattered erythematous macules. 
Vesicles, averaging 2-3 mm. in size and containing 
a tan serous fluid, were noted over the nose, -fore- 
head, cheeks, and neck. Likewise, there were 
brownish crusts, measuring up to 1 cm. in diameter, 
occasionally moist, with a tan serous exudate. The 
face and neck revealed numerous, scattered, ir- 
regular and depressed scars with an erythematous 
base. Linear atrophic scarring radiated about the 
mouth, creating a sclerodermoid and rhagades ef- 
fect. The hands exhibited similar lesions, and 
many milia were noted. There was no evidence of 
erythrodontia or ultraviolet fluorescence of the 
teeth or skin. 

Laboratory examination revealed a normal hemo- 
gram and routine urinalysis. The reticulocytes 
were 0.7%, the hematocrit 46%, and the red-cell 
sedimentation rate 26%. There was no evidence 
of hemolysis, increased red cell fragility, or L. E. 
cells. The fecal urobilinogen was 82 Ehrlich units. 
The total serum proteins were 7.9 gm. per 100 ml, 
with 4.7 gm. albumin and 3.2 gm. globulin. The 
cephalin-cholesterol and thymol turbidity were 


Fig. 1—A, Sept. 1, 1956. Bullous lesions of web of thumb and fingers as well as edema. 
B, June 14, 1957. Bullous lesions and edema have disappeared. Scarring and milia can be 


seen on second finger and elsewhere on hand. 





560 


ee ae ae ae oe cee rae 


ee a ee | 





Vol. 77, May, 1958 y 








UMI 


the 


sils, 
sky 
iles. 
ling 
ore- 
vere 
ter, 
The 


tous 
the 


and 
2 of 
the 


mo- 
ytes 
-cell 
ence 


nits. 
ml, 
The 
were 
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negative; the total bilirubin was 1.84 mg. per 100 
ml.; the direct bilirubin, 0.25 mg. per 100 ml.; 
the nonprotein nitrogen, 37 mg. per 100 cc., and 
the sulfobromophthalein (Bromsulphalein) _ test 
showed 6% retention of dye after 45 minutes. A 
biopsy specimen from the liver revealed no ab- 
normalities. Roentgenograms of the chest and en- 
tire gastrointestinal tract were negative. 

The Schwartz-Watson reaction on freshly voided 
urine was repeatedly negative for porphobilinogen. 
The urine was consistently strongly positive for 
coproporphyrin and was intermittently positive for 
uroporphyrin.. A 24-hour urine specimen collected 
by deleaded technique revealed no arsenic, 0.026 
mg. lead per liter (normal: to 0.05), and 0.32 mg. 
zinc per liter (normal: to 0.50). A hair sample 
was negative for arsenic. 

Findings on biopsy of the skin of the neck and 
hands revealed ribbon-like vesiculation in the plane 
of dermal-subepidermal junction, with the underly- 
ing corium being well vascularized with numerous 
small vessels supported by loosely arranged col- 


Fig. 2—A, Sept. 1, 1956. 


lagenous connective tissues. Milial lesions were 
conspicuous, with many tiny dermal inclusion cysts 
with a thin squamous lining and containing inspis- 
sated sebaceous material. The periodic acid-Schiff 
stain was minimally positive for glycogen. 

The patient was treated conservatively with bed 
rest, vitamins, and softening agents to the affected 
skin. He was discharged with advice to avoid 
sunlight and alcohol. Chloroquine, 250 mg. every 
other day and later daily, was prescribed in an 
attempt to combat photosensitivity. Outpatient 
visits revealed porphyrin excretion similar to that 
during hospitalization, and minor cutaneous ex- 
acerbations were noted. 

His second admission was in August, 1956, with 
an acute vesiculobullous eruption on the left side 
of the face, the left side of the neck, and both 
hands. This had followed his driving in the sun 
with the car window down. The preceding June 
the patient had begun work as a laborer in a 
farm vegetable cannery, and since then had noted 


marked lethargy and nervousness, which he 


The isolated and grouped vesicular lesions are particularly 


noticeable on the forehead, neck, and auricular edges. The rhagadic appearance of the skin 


about the mouth is striking. B, June 14, 1957. 


The skin is clear except for a few scars. 


This change is after the patient has had 1 gm. edathamil calcium-disodium per day for 148 
days and then 0.5 gm. edathamil calcium-disodium per day for 75 days. 


19581 Woods et al. 
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ascribed to the long hours. Reddish-brown urine 
had been present since June, and this increased 
markedly, and generalized pruritus developed, 
whenever he would sample peas at the cannery. 
Occasional diplopia was believed due to chloroquine. 
Also, the patient stated that for the first time he 


was now having pains in the muscles of his hands - 


and fingers which were described as brief, repeti- 
tious, shock-like sensations. No abdominal or other 
neuromuscular symptoms were present. There was 
marked edema, a dusky hue, and erythema of both 
hands and face, and the cutaneous lesions present 
were similar to those of the first admission. No 
new physical findings were noted. Shallow scars 
and pigmentation from previous attacks were ap- 
parent. The Schwartz-Watson reaction on the 
night of admission was positive, and the urine 
contained uroporphyrin and much coproporphyrin. 
The hemogram and routine urinalysis were again 
within normal limits; there were 98,000 platelets, 
and the reticulocyte count was 0.3%. The fasting 
blood sugar was 109 mg. per 100 cc., the serum 
nonprotein nitrogen 54 mg. per 100 cc., the 
creatinine 1.5 mg. per 100 cc., the uric acid 3.5 mg. 
per 100 cc., the total serum cholesterol 204 mg. 
per 100 cc., and the alkaline phosphatase 19.2 King- 
Armstrong units. The sulfobromophthalein test 
showed 11% retention of dye after 45 minutes. The 
total serum proteins were 7.4 gm. per 100 ml., 
with 4.1 gm. albumin and 3.3 gm. globulin. The 
cephalin-cholesterol was negative; the thymol 
turbidity, 28 units; the total serum bilirubin, 1.2 
mg. per 100 cc., and the direct-reacting bilirubin, 
0.2 mg. per 100 cc. A three-day fecal urobilinogen 
on 187 gm. of specimen showed 40 mg. per 24 
hours. The cholinesterase level, the Coombs test, 
and examinations for cryoglobulins, cold ag- 
glutinins, L. E. cells, and increased red cell fragility 
were all negative. An electfocardiogram and elec- 
troencephalogram were within normal limits. 


Urine studies showed consistent strong positive 
coproporphyrin and intermittently positive uropor- 
phyrin. The Schwartz-Watson reaction alternated 
between negative and slightly positive. Quantita- 
tive studies clarified this, showing 1.6 to 5.2 mg. 
porphobilinogen per liter (laboratory normal: 0-1.0 
mg. per liter). Delta-aminolevulinic acid, a pre- 
cursor of porphobilinogen, was present at elevated 
levels varying between 7.8 and 15.0 mg. per liter 
(normal : 0-2.5 mg. per liter). Daily 24-hour urine 
collections by deleaded technique showed 0.014 mg. 
lead per liter, from 0.40 to 1.17 mg. of zinc per 
liter, and no arsenic. 

Therapy was again conservative; the chloroquine 
was discontinued, and the patient, discharged. He 
returned one month later for an elective third 
admission. There had been no exacerbations of his 
cutaneous symptoms, the muscle pain had disap- 
peared, and there were no abdominal or neuro- 
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muscular complaints. Urinary porphyrin excretion 
approximated that of previous studies. The 
porphobilinogen varied between 6.0 and 10.8 mg. 
per liter, andthe &-aminolevulinic acid, from 4.4 
to 12.4 mg. per liter. The patient was then given 
3 gm. of edathamil calcium-disodium intravenously 
for three days. There was no consistent effect on 
the excretion of porphyrins, porphobilinogen, or 
$-aminolevulinic acid; however, there was prompt 
diuresis of heavy metal, with peaks of 0.136 mg. 
lead per liter and 10.75 mg. zinc per liter. The 
patient was then discharged with a prescribed 
dosage of 1 gm. of edathamil calcium-disodium 
taken orally daily. 


Outpatient evaluation has revealed no cutaneous f 


exacerbations, and the patient spontaneously spoke 
of feeling more relaxed and mentally alert than 
ever before. Urinary excretion studies on a per 
liter basis have shown 0.136 mg. lead, 4.44 mg. 
zinc, 20.8 mg. porphobilinogen, and 33.2 mg. 
$-aminolevulinic acid. Translation of these values 
to a “per 24 hour” basis reveals no significant 
differences. 

Studies for ultraviolet and infrared sensitivities 
were accomplished on each admission. Even an 
exposure of the entire body to a minimum erythema 
dose of ultraviolet failed to produce lesions, symp- 
toms, or consistent alteration in excretion patterns 
of porphyrins, precursors, or heavy metal. On re- 
peated trial the patient could comfortably withstand 
much longer exposure to infrared (luminous and 
nonluminous) than could normal controls, but the 
resulting erythema had a tendency to persist up 
to eight hours beyond that of the controls. Again, 
no lesions or changes in urinary excretion were 
noted. 

His mother’s urine consistently showed marked 
coproporphyrin, no uroporphyrin, and intermittently 
positive Schwartz-Watson reactions. Her history 
of childhood vesiculation with residual pigmenta- 
tion in the exposed areas, an episode of “toxic 
hepatitis” with jaundice, vague undiagnosed ab- 
dominal pain and operations, transient hypertension, 
cutaneous hyperesthesia, dark urine, muscular 
weakness when exposed to sunlight, and a transient 
psychosis all suggested hepatic porphyria. A 
maternal uncle exhibited marked coproporphyrinu- 
ria, no uroporphyrin or prophobilinogen, had 
numerous brown pigmented areas on his skin, and 
stated that his skin abraded easily and healed 
poorly. The possibility of xeroderma pigmentosum 
in a maternal uncle had been raised, and the diabetic 
maternal grandmother developed blisters with slight 
abrasion of her skin. Another maternal uncle 
died suddenly in a mental hospital after an acute 
onset of hallucinatory and delusional behavior. The 
father was unable to be examined. 

On June 14, 1957, the patient reported that, 
despite repeated exposure to sunlight incidental to 
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his work, this was the first spring and early summer 
without a cutaneous exacerbation since the onset 
of his porphyria. He has refrained from all medi- 
cations except edathamil calcium-disodium taken 
orally in dosage of 0.5 to 1.0 mg. daily. He ad- 
mitted to no alcohol ingestion. There had been no 
cramping, constipation, neurological, or psychiatric 
difficulty. Observation of the skin revealed only a 
few minor milial lesions on the hands, and the face 
no longer appeared markedly stigmatized. Urine 
studies revealed excretion of 27.2 mg. of porpho- 
bilinogen per liter, 20.0 mg. of 8-aminolevulinic 
acid per liter, and 2.0 mg. of zinc per liter. This 
pattern is consistent with that often seen in acute 


| intermittent porphyria in remission. 


On July 20, 1957, the patient reported that he 
had been asymptomatic and was beginning to 
perspire for the first time since the onset of his 
illness. 


Comment 


Clinicians with an eye for color and a 
fascination for the cutaneous manifestations 
of systemic metabolic disease have long been 
intrigued with cutaneous porphyria and its 
related disorders. Rimington,® Kark,® and 
Aldrich et al.” have called attention to the 
wide distribution in nature of the porphy- 
rins and the fundamental nature of the por- 
phyrin-metal complexes (i. e., hemes) 
which form the hemoglobin, catalase, perox- 
idase, cytochromes, and other essentials for 
metabolism. Reviews of intensive investi- 
gation into the biosynthesis of these coim- 
pounds ?>*8 indicate that succinate and 
glycine unite to form §-aminolevulinic acid, 
which condenses to form porphobilinogen. 
Porphobilinogen then provides the pyrrole 
units from which the different isomeric 
series of uroporphyrin, coproporphyrin, 
and protoporphyrin arise. It is the ferrous 
complex of protoporphyrin which consti- 
tutes the prosthetic group of the heme 
compounds. 

Excellent clinical reviews of the various 
porphyrinopathies have recently been pub- 
lished.?-7. Utilizing the studies of Schmid 
and his associates on tissue porphyrins,!® 
Watson ? has classified porphyria into two 
main groups: porphyria erythropoietica and 
porphyria hepatica. In the former, the met- 
abolic defect resides in the bone marrow. 
This form is very rare,? and is exemplified 


Woods et al. 
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by Giinther’s case Petry.’ The clinical onset 
is during the first years of life and is 
characterized by red urine, hepatospleno- 
megaly, erythrodontia, occasional hirsutism, 
and mutilating photosensitivity-induced skin 
blisters.2>-7 Laboratory studies show hemo- 
lytic anemia with reticulocytosis and in- 
creased fecal urobilinogen; there is little 
hepatic impairment and no porphobilinogen, 
but large amounts of mainly Series I isomer 
uroporphyrin and coproporphyrin are found 
in the urine and feces.?%71° Clearly, the 
case presented is not porphyria erythro- 
poietica. 

Porphyria hepatica, in which the meta- 
bolic error most probably resides in the 
liver,!° Watson ? subdivides into four clin- 
ical groups: intermittent acute, cutanea 
tarda, mixed, and latent porphyria. These 
disorders are to be distinguished from the 
coproporphyrinuria that accompanies cer- 
tain infections, liver disease, anemia, and 
intoxication with heavy metals, allyliso- 
propylacetylcarbamide (Sedormid), etc.°* 
The very rare occurrence of porphobilin- 
ogen and elevated uroporphyrin in the urine 
of patients with diseases other than por- 
phyria may welj represent latent (asympto- 
matic) cases of porphyria.” 

Intermittent acute porphyria is character- 
ized by episodic abdominal, psychiatric, and 
nervous system symptomatology which may 
even progress to ascending paralysis and 
death.2>* Both coproporphyrin and uro- 
porphyrin appear in the urine, and the 
presence of porphobilinogen tends to differ- 
entiate this from the other forms?; how- 
ever, the need for repeated determinations 
on freshly voided specimens has been 
stressed.'° Skin lesions, photosensitivity, 
and erythrodontia are not present." 

The case presented illustrates the clinical 
findings in porphyria cutanea tarda, a term 
first used by Waldenstrom * to describe the 
late onset of cutaneous lesions and photo- 
sensitivity. This is usually after age 
30 ?:11,12; however, a case as early as age 5 
has been substantiated? The disorder is 
probably commoner than was previously 
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suspected.1112_ Brunsting,!! Discombe,!* and 
Bolgert and Canivet 1? have reported blister- 
ing, pigmentation, and hypertrichosis as the 
primary skin manifestations. Characteristi- 
cally vesicles and bullae appear rather sud- 
denly on the light-exposed surface of the 
skin (i. e., chiefly the face, neck, arms, and 
hands and less often the legs), usually in 
response to solar irradiation, heat, or 
trauma. These blisters heal with dark crust- 
ing, shallow scarring, pigmentation, or de- 
pigmentation.?"*1!13 = Sunlight plays an 
important but possibly not essential role in 
each attack.1'!2 The exposed skin may 
show a violaceous hue, melanosis, gray or 
brown hyperpigmentation, and_ scleroder- 
moid hardening.1’?* In contrast to other 
porphyrias, hepatic impairment is the rule 
and even frank cirrhosis may be pres- 
ent.2°10 Twenty-five of Brunsting’s thirty- 
four cases showed some functional 
impairment of the liver, and twenty-four 
had used considerable alcohol."' Our patient 
demonstrated mild hepatic impairment dur- 
ing an attack and spontaneously alluded to 
the currelation between his occasional use 
of alcohol and the onset of dark urine and 
skin lesions. The biopsy specimen from his 
liver was histologically unremarkable. As 
a rule, no porphobilinogen appears in the 
urine unless a mixed porphyria arises.?!0!2 
During attacks, and sometimes during re- 
missions, large amounts of coproporphyrin 
and zinc-uroporphyrin (mixture of Isomers 
I and IIT) are excreted in the urine.2 Rim- 
ington ® has offered evidence that during 
remission there is a switchover from the 
urinary to a fecal route of elimination, and 
he believes that this characterizes cutanea 
tarda as an entirely distinct entity from all 
other forms of porphyria. 

Schmid and co-workers! disagree and 
support a basic and even transitional rela- 
tionship between the various hepatic por- 
phyrias. Their extensive study of tissue 
porphyrin proposes that the intermittent 
acute and cutanea tarda forms differ in that 
the former shows relatively little preformed 
uroporphyrin but much _ porphobilinogen 
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and other chromogen in the liver and urine. 
In the latter, the liver contains chiefly pre- 
formed porphyrin, with very little chromo- 
gen. Moreover, a patient with mixed 
porphyria may alternate between these find- 
ings in the liver and urine, depending on 
whether the clinical picture at the time is 
that of an abdominoneurological or photo- 
sensitive cutaneous disorder. This suggests 
a basic relationship between acute inter- 
mittent and cutanea tarda porphyria, with 
the mixed type representing a transition. 

In mixed porphyria the features of cu- 
tanea tarda and acute intermittent porphyria 
either alternate or coexist.21° Our case may 
ultimately be in this category in that we 
have observed the development of quanti- 
tatively significant porphobilinogen and 
§-aminolevulinic acid in the urine and the 
patient developed intermittent paresthesias 
and muscular pain. His intermittent excre- 
tion of discolored urine may or may not be 
seen in any of the hepatic porphyrias.? 
Much attention has been called to the ability 
of drugs such as sulfonamides, barbiturates, 
heavy metals, and other compounds to pre- 
cipitate acute porphyria.”* Linden et al." 
reported on a case of acute intermittent 
porphyria believed induced by chloroquine, 
and chloroquine was the only significant 
medication our patient had received in the 
year prior to the onset of porphobilinogenu- 
ria. That patients with cutaneous porphyria 
can develop abdominal and severe neuro- 
logical disturbance is not well known, but 
there are abundant reports in the litera- 
ture.?-6-10.13.15.18 Some of these cases died 
during an acute episode.®!® Discombe’s 
review of 22 cases of mixed porphyria 
indicates that the dermatosis may either 
precede or follow the adbominal or neuro- 
logical symptoms. 

3runsting |! has noted the numerous ex- 
amples of a familial tendency toward 
porphyria, and Dean and Barnes" have 
reported a fascinating study of 13 por- 
phyric families in South Africa in which 
236 members had clinical manifestations of 
porphyria. They conclude that acute por- 
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phyria is an inherited Mendelian dominant 
of non-sex-linked character, and_ that 
asymptomatic, cutaneous, and acute varieties 
may be manifested in a longitudinal family 
history. On the basis of her porphobilino- 
genuria and past history, it seems evident 
that our patient’s mother has hepatic por- 
phyria in remission. Other histories in the 
maternal blood line are strongly suggestive 
of cutaneous porphyria. 

The histopathologic picture in porphyria 
cutanea tarda has been reported by Brun- 
sting 14 and Feldaker et al.’* to be nonspe- 
cific, consisting primarily of senile skin 
changes, with merging of the collagen and 
elastic fibers with or without the presence 
of bullae which are most often subepidermal 
in type. They do not show acantholysis, as 
in true pemphigus. The so-called festooning 
of villi from the base of the bullae, consid- 
ered pathognomonic by Bolgert and Cani- 
vet,!* is considered artifactual.1* The 
periodic acid-Schiff stain for polysaccha- 
rides may reveal positive staining of the 
collacin.** 

The dichotomy of our inability to produce 
skin lesions, systemic symptoms, or alter- 
nation of urinary excretion patterns by ir- 
radiation with ultraviolet, even to the extent 
of an erythema dose to the entire body, has 
been the common experience of others.'!:1° 
One patient, however, developed bullae,!* 
and another, an intense abdominal colic ® 
during photosensitivity testing. Our pa- 
tient’s ability to comfortably withstand in- 
frared irradiation much longer than four 
normal controls could possibly tolerate it 
and the persistence of the resulting ery- 
thema are both intriguing and unexplained. 
The entire subject of photosensitization in 
porphyria is unsolved.”?_ In the photosen- 
sitive varieties (in contrast to other por- 
phyrias) preformed porphyrin, especially 
the highly sensitizing uroporphyrin I, is 
present in the circulation and may be re- 
sponsible.?-61011:15 Rimington® and Dis- 
combe 1° postulated that the liver becomes 
impaired in its ability to excrete the por- 
phyrins in the bile, and Macgregor and co- 
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workers 5 propose intermittent spasm of 
the biliary tree, all of which results in 
increased porphyrinemia and_photosensi- 
tivity. These authors note episodic jaundice 
in some cases of mixed porphyria. 
Porphobilinogen is not usually found in 
the urine in cutanea tarda, although in rare 
instances small amounts may be transiently 
excreted at the height of an attack.?:511.16 
In the mixed porphyrias, however, it is not 
uncommon to find porphobilinogen, espe- 
cially during the phases in which abdominal 
and/or neurological manifestations are pres- 
ent.?7-11.13.15 Quantitative urinary determi- 
nations of prophobilinogen and its precursor 
§-aminolevulinic acid were done with use of 
the method of Mauzerall and Granick.!® 
Significantly elevated excretion was noted 
during a cutaneous exacerbation, and an even 
higher excretion has been consistently pres- 
ent during asymptomatic remission. Granick 
and Vanden Schrieck 7° have reported on the 
urinary excretion of these compounds in 
acute intermittent porphyria in remission 
and have pointed out that they in themselves 
are probably not responsible for the symp- 
tomatology in porphyria. However, their 
occurrence and persistence in our patient is 
not only suggestive of hepatic mixed por- 
phyria but makes the possibility of a future 
acute abdominal or neurological episode a 
real one and calls attention to the absolute 
and mandatory avoidance of precipitating 
factors (i.e., alcohol, sulfonamides, barbit- 
urates, heavy metals, etc.) in the manage- 
ment of such cases. A failure to recognize 
this may result in the patient’s death! 
Treatment of porphyria cutanea tarda has 
primarily been aimed at the avoidance of 
sunlight, hepatotoxic agents, and alcohol.?:1! 
12 The reported value of folic acid, cyano- 
cobalamin (vitamin B,2), or riboflavin was 
not substantiated in several series of 
cases.1112_ Peters 7! has reported the value 
of metal-binding chelating agents such as 
dimercaprol and edathamil calcium-disodium 
in the treatment of acute intermittent por- 
phyria, and Schrumpf reports 2? the effec- 
tiveness of dimercaprol 


in a case of 
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cutaneous porphyria. Paul and Thyresson 
administered dimercaprol in a case of 
cutaneous porphyria, with successful re- 
sults, and they call attention to the anti- 
vesicant nature of this compound, which acts 


possibly by blocking photochemical oxidation 


of SH-compounds present in enzymes or in 
the structural tissues of the skin.2* The 
urinary excretion of porphyrins and precur- 
sors in our patient did not seem to be altered 
by edathamil calcium-disodium therapy, and, 
although there is subjective improvement 
and an absence of recurring cutaneous 
lesions, it is too early to speculate on the 
long-term effectiveness. Markedly elevated 
zinc excretion in patients with acute inter- 
mittent porphyria”! will be reported at a 
later time, but this feature was not especially 
prominent in this patient. Peters?! has 
speculated on the possibility of heavy metals 
being involved in the enzymatic blockades 
resulting in porphyria. Vallee et al.?7* have 
stressed the salient place of zinc in the 
enzymatic chain of cellular respiration and 
have pointed out, for example, that alcohol 
dehydrogenase of liver is a zinc metallo- 
enzyme whose integrity may be cardinal to 
the preservation of homeostatic hepatic 
mechanisms. Further investigation in these 
areas hopefully may provide a basis for 
more effective management of the potentially 
devastating features of hepatic porphyria. 


Summary 


A case of familial porphyria is reported 
in which the cutaneous symptoms of por- 
phyria cutanea tarda were later associated 
with the onset of porphobilinogenuria, pos- 
sibly related to chloroquine therapy. 
Quantitative urinary excretions of por- 
phobilinogen and its precursor $-aminolevu- 
linic acid are reported, and the relationships 
between the clinical features of the varying 
forms of hepatic porphyria are reviewed. 
This case actually may represent hepatic 
mixed porphyria, and the importance and 
consequence of this possibility are discussed. 
The patient’s apparent favorable response 
to edathamil calcium disodium (Calcium 
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Disodium Versenate) is encouraging and 
suggests the need for further evaluation of 
chelation therapy in the treatment of por- 
phyria. 

Dr. F. L. Kozelka and Mrs. Leslie McCarty gave 
technical assistance. 

Department of Dermatology, University Hos- 
pitals,. The University of Wisconsin, 1300 Univer- 
sity Ave. (6). 
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Porphyria Cutanea Tarda 


TIONG HOO TIO, M.D., Surabaya, Java, Indonesia, and B. LEIJNSE, Rotterdam 


Introduction 


Porphyria is thought to be an “inborn 
error of metabolism” (Garrod, 1923), i. e., 
of pyrrole metabolism. 

Quite a number of classifications of por- 
phyria have been described, but among them 
the best known are those of Waldenstrom 
(1937) and of Schmid, Schwartz, and 
Watson (1953, 1954). In order to avoid 
any confusion the classifications of Ginther 
(1922), Micheli and Dominici (1931), 
Discombe (1948), Prunty (1952), and 
Casalis (1954) are not to be discussed in 
this paper. 

Waldenstrom divided porphyria into three 
types: porphyria congenita, porphyria cu- 
tanea tarda (P. C. T.), and porphyria acuta 
(with clinical subdivision). He distinctly 
separated the congenital form from the 
others, as this type was never found in the 
families in which other types were seen. 
This type has a marked photosensitivity, 
resulting in severe mutilations very fre- 
quently accompanied by hemolytic anemia 
and splenomegaly. Waldenstrom designated 
P. C. T. as the form with a late appearance 
of porphyrinuria and light sensitivity with 
a tendency toward sclerodermizing of the 
skin, with no mutilations resulting. Some- 
times colic coincided, but no severe nervous 
symptoms were described at that time. 
Porphyria acuta was previously defined as 
an entity by Ginther (1922) and was well 
described in the 103 cases of Waldenstr6m. 
Symptoms include abdominal pain, neuro- 
muscular disturbance, and mental disorder 
occurring singly or in combination. Acute 
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episodes are common. Photosensitivity is 
not mentioned, and skin lesions are limited 
to hyperpigmentation. 

Schmid, Schwartz, and Watson (1953, 
1954) clinically split up P. C. T. into a 
“cutanea tarda” and a “mixed” type. Brun- 
sting (1954) clearly defined the “cutanea 
tarda” type as the purely cutaneous form 
(i. e., traumatic blistering caused by light 
sensitivity) with onset in middle age or 
later. The course is mild but persistent; 
hepatotoxic factors are prominent, and func- 
tional impairment of the liver is common. 
Porphobilinogen is absent. In the “mixed” 
type light sensitivity coincides or alternates 
with acute or smoldering abdominal and/or 
nervous and/or mental disturbances. In this 
type a familial appearance is not uncommon 
and porphobilinogen is found during the 
acute episodes. The onset is in young adults. 

It is clear that this “cutanea tarda” type is 
used in a narrower sense than the P. C. T. 
conception of Waldenstrom. Hence we 
would like to add s(ensu) s(trictiori) to 
this “cutanea tarda” form (P. C. T. ss), 
thus avoiding confusion. In congenital por- 
phyria the bone marrow (fluorescent normo- 
blasts with abnormal nuclei _ structure, 
Schmid et al., 1955) and in the other forms 
of porphyria the liver is thought to be the 
source of pathological porphyrins (Schmid, 
Schwartz, and Watson, 1953, 1954). They, 
therefore, proposed the following classifica- 
tion (modified by T. H. Tio, 1956) : 


Inborn Acquired 
Porphyria Congenital photosensi- 
erythropoietica tive porphyria _ 
Porphyria “Cutanea tarda”’ type 
hepatica (P. C. T. ss) + 
“Mixed”’ type + +? 
Intermittent acute type 7 +? 
Latent forms of porphy- 
ria hepatica + ~ 


The congenital type is thought to be a 
Mendelian recessive, although Schmid et al. 
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(1955) doubt the sufficiency of the data 
upon which this opinion is based. Walden- 
strom has clearly shown that the acute type 
is inherited as a dominant. So far no defi- 
nite inheritance of the P. C. T., or 
P. C. T. ss, or mixed type is known by us. 


The onset of porphyria hepatica may be 
idiopathic, but sometimes precipitating fac- 
tors are to be found, such as alcohol, barbit- 
urates, anesthesics (thiopental [Penthotal]), 
and hepatotoxic agents. In these cases a 
constitutional anomaly is thought to be un- 
derlying (Ginther, 1922; Garrod, 1923; 
Micheli and Dominici, 1931; Waldenstrom, 
1937 and 1939; Rimington, 1952.) How- 
ever, the existence of secondary or acquired 
porphyria hepatica has been recently stated 
(Tio, 1956; Tio, Leijnse, Jarrett, and Rim- 
ington ). 

This paper describes a pedigree of the 
P. C. T. group (Waldenstrom). The diffi- 
culties of a precise assignation in Schmid, 
Schwartz, and Watson’s classification and 
some interesting findings are discussed, and 
the dominant character of the most probable 
mixed type, is demonstrated. 


Laboratory Examination 


All patients were subjected to routine testing 
of blood, urine, and serological reactions (Was- 
sermann, Kline, VDRL) ; to glucose-tolerance test, 
and to liver-function tests, such as van den Bergh, 
thymol-turbidity, Mancke-Sommer, protein spec- 
trum, cholesterol and esters, and sulfobromo- 
phthalein (Bromsulphalein) test. 

Urine and fecal porphyrins were spectrophoto- 
metrically determined. Twenty-four-hour urine 
specimen was collected from the preceding day 
after the patient passed morning urine; the follow- 
ing morning urine was collected in another brown 
bottle with a rubber stopper (for porphobilinogen 
test performed according to Watson-Schwartz 
method, 1941). Urine porphyrins were examined 
by Askevold’s method (1951). Stools were col- 
lected during three days of a diet free of meat and 
green vegetables. Fat was extracted with acetone 
from samples of feces, and the dried samples were 
extracted to exhaustion with ether-acetic acid 
mixture (30:1). This mixture was rinsed with 
water and extracted with 0.1 N HCl and, sub- 
sequently, 5% HCl. The extinction coefficients for 
protoporphyrin and coproporphyrin were derived 
from Rimington and Sveinsson (1950). 
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Fig. 1.—Pedigree of familial (mixed?) por- 


phyria (Tio, thesis, 1956). The affected members 
are indicated by black circles and those clinically 
free of the disease by white ones, while question 
marks indicate dubious cases; + indicates that 
person is dead. 


Patients 


Case 1.—The patient was probably brown- 
skinned and showed leukodermic patches. She was 
also nervous. 

Comment.—This woman probably had 
porphyria. Among the later members of the 
pedigree (Cases 2, 6, and 7) there are clin- 
ically “burnt out” cases. It is therefore 
probable that in her youth this woman had 
lesions, which had disappeared by the time 
her grandchildren knew her. 

Case 2.—Man, born March 1, 1855, died Nov. 
22, 1924. (History from four members of the 
family.) The skin of his hands was easily 
traumatized. He was dark-brown-skinned and had 
black hair. His skin was thickened, and he looked 
old for his age. After his 43d year no further 
lesions appeared. The youngest grandchild (Case 
18) had, therefore, never seen any lesions. 

Comment.—lIt is clear that this man had 
porphyria. It is interesting that after his 43d 
year he was free of blistering. Thus, clin- 
ically he may probably be regarded as a 
“burnt out” case. 

Cases 2A and 2B.—No symptoms of porphyria 
were mentioned, but some members of 2B had 
psoriasis. 

CasE 3.—Woman, born April 1, 1880. This 
woman had neither skin lesions nor nervousness. 
She did, however, complain of obscure abdominal 
pains, as did two of her children (marked with 
question marks in the pedigree). No further ex- 
amination was permitted, and no samples of urine 
or stools were sent. 
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Fig. 2 (Case 6, aged 67 years)—A “burnt out” 
case of porphyria cutanea tarda with evidence of 
increased excretion of porphyrins in the feces 
only (urinary excretion estimates were normal). 
Note pigmentation and excessive thickening of 
skin with deep furrows, hypertrichosis, and pinpvuint 
pearly white atrophic scars along hairline. 


Case 4.—Woman, born Oct. 16, 1888, died Oct. 
14, 1940. Neither she nor her four children showed 
symptoms of porphyria. 

CAsE 5.—Woman, born Aug. 18, 1884, died July 
12, 1934. (Reports from four members of the 
family.) Her sister (Case 6) told us that the 
disease started during the first pregnancy (in about 
her 23d year) with blisters and lesions on her face 
and hands. The disease was worse in summer and 
during pregnancy. She showed further a yellow 
thickening of the skin with many deep furrows, 
which caused her to look older than her years. 
She was sensitive to light, suffered from itching, 
and was very “nervous.” She also complained of 
abdominal pains. 

Comment.—A clear case of porphyria, 
manifesting itself for the first time during 
the first pregnancy. “Nervous” and “ab- 


dominal” symptoms coincide. 

Case 6.—Woman, 67 years old. After her 23d 
year, when she was hospitalized for her first and 
only pregnancy (which resulted in a miscarriage), 
she suffered “severely” from easily contracted 
traumatic lesions for three years. In 1936 she 
underwent an abdominal operation (report not 
available). She was very nervous and always had 
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had lassitude. She still had vague abdominal pains, 

On physical examination she was found to have 
hypertension (195/105) with an enlarged heart. 
The liver was also enlarged. 

Dermatologically the dark chloasma-like com- 
plexion, with sclerodermizing and deep furrows, 
gave an older appearance. On the forehead along 
the hairline was a rim of old small pearly super- 
ficial scars. The backs of her hands also showed 
some small superficial scars and _ leukodermic 
patches. 

The ophthalmologist could find no abnormalities 
except sclerotic retina vessels. 

Laboratory Data.—Routine testing was normal, 
except for a slight disturbance of the sulfobro- 
mophthalein test (10% after 45 minutes). Urine 
porphyrins were normal, but there was marked 
fecal porphyrin excretion. 

CasE 7.—Man, skipper, born June 6, 1889. From 
about his 20th year until his 40th year he easily 
contracted lesions on the back of his hands. He 
denied light sensitivity. There were no abdominal 
or nervous complaints. He was constipated (one 
bowel movement in three to four days), frequently 
with scybala. (The patient was somewhat stupid 
and theatrical.) 

Apart from hypertension (190/110), no physical 
abnormality was found. His right eye had been 
operated on for acute glaucoma. His left fundus 
showed sclerotic vessels. 

Dermatologically the dark complexion with 
sclerodermoid yellowing is quite normal in view 
of his occupation. Still, the many linear scars upon 
his bald head, the rather thick and superficially 
scarred skin of the back of his hands, and the 
hypertrichosis on the temples suggest porphyria. 

Laboratory Data.—Routine testing was normal, 
but urine and fecal porphyrins were pathological. 

Case 8.—Man, laborer on boats, born Aug. 24, 
1907. In his 17th year he discovered that he con- 
tracted skin lesions more easily than did his 
friends, and in his 19th year he found that he 


Fig. 3 (Case 6, aged 67 years).—Note the pig- 
mentation and leukoderma and also the excessive 
thickening of the skin for the age of patient. 
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tanned more quickly than normal persons. He also 
suffered from headaches, confessed to being some- 
what “nervous,” and sometimes cried. Since his 


| marriage (1937) he had had some vague supra- 


pubic pains. On physical examination no ab- 
normality could be found. His blood pressure was 
normal (125/75). Frequently he showed the 
classical dermatological features of P. C. T. 

The ophthalmologist could find no particular 
abnormality. 

Laboratory Data.—Routine testing was normal, 
except for a slight disturbance of the sulfobro- 
mophthalein (10% after 45 minutes). Urine as well 
as fecal porphyrins were clearly pathologic. 

CaAsE 9.—Woman, born Dec. 9, 1910. From her 
28th year onward she had blistering and lesions 
after trauma. Between 1935 and 1938 she had five 
miscarriages. In 1946 the right Fallopian tube 
and a part of the left Fallopian tube were re- 
moved because of inflammation. In 1947 hysterec- 
tomy followed (myomatous uterus and a cystic 
left ovary). She had no children. Since she was 
20 years old she had had itching, especially when 
nervous, when in sunlight, and while perspiring. 
Since childhood she had had hemicrania without 
nausea or vomiting. During attacks the urine was 
“dark” and the skin was “softer.” She had always 
been a “nervous” type and said she suffered from 
lassitude (her activity and speed seemed to contra- 
dict this). She now has only constipation. 

There were no abnormalities at physical ex- 
amination. 

The ophthalmologist could find no abnormality. 

She showed very moderate dermatological 
features of P. C. T. during a remission on repeated 
examination. 

Laboratory Data.—Routine testing was normal. 
Urine and fecal porphyrins were pathological. 

Case 10.—Woman, born Dec. 21, 1913. In her 
16th year, after the reonset of menstruation, she 
discovered skin lesions with blistering. Although 
the influence of sunlight was denied, she tanned 
easily and got headaches from bright sunlight. 
However, the blistering was worse in winter. In 
October, 1944, the left kidney was extirpated for 
a tuberculous inflammation. Occasionally she com- 
plained of itching, and after the operation she was 
somewhat weary. Apart from insomnia she also 
had migraine. She was said to be “nervous,” with 
outbursts of anger. Since her 16th year she had 
had “colics” in the lower abdomen, with nausea 
but no vomiting. She had constipation (one bowel 
movement in three days). 

Apart from slight hypertension (150/90), there 
were no abnormalities at physical examination. 

There were only slight dermatological symptoms 
of P. C. T. during a remission. 

No ophthalmological abnormalities were found. 
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Laboratory Data.—Routine testing was normal, 
except the sulfobromophthalein test (25% after 
45 minutes) and cholesterol (288 mg. per 100 cc.). 
Porphyrin excretion was pathological. 

Case 11.—Woman, born Aug. 17, 1915. This 
woman was a kind but somewhat mentally deficient 
person. 

The onset of the blistering probably occurred in 
the patient’s 20th year. In 1944 a gonococcic 
salpingoperitonitis was diagnosed, and at laparot- 
omy the appendix was removed. In 1949 she 
underwent a curettage for profuse menstruation 
(P. A. glandular hyperplasia). She had further 
attacks of salpingitis on the left side. It is re- 
markable that the latest exacerbation of the skin 
appeared right after delivery of her youngest child, 
while she was lying in a dark room far from the 
window. However, the backs of her hands itch 
in sunlight. She now and then had hemicrania 
without nausea or vomiting, and the urine is “dark” 
at these times and when she is crying or in anger. 
There were no abdominal complaints. On physical 
examination there were no abnormalities. 

She showed the classical dermatological symp- 
toms of P. C. T. 

Ophthalmological examination revealed no ab- 
normality. 

Laboratory Data.—Routine testing was normal, 
but the porphyrin excretion was abnormal. 

Case 12.—Man, driver, born Oct. 16, 1916. As 
his story is unreliable, no further information was 
sought. 

On physical and dermatological examination no 
symptoms of porphyria were found. 

Laboratory Data.—Routine testing was normal. 
Porphyrin excretion was normal. 


Comment.—It is most unlikely that this 
patient is affected by the disease; clinically, 
no indication existed. The significant proto- 
porphyrin excretion recorded once might 
have been caused by eating a steak. 


Case 13—Woman, born July 21, 1918. During 
her 30th year she easily contracted traumatic 
lesions, worse in winter and during her last 
pregnancy. After her first child (stillborn) she 
had two more miscarriages, followed by three 
live children. She complained of itching, worsened 
by sunlight. In April, 1954, she was operated 
on for gallstones. Preoperatively she complained 
of migraine, which completely disappeared after 
the operation, as did the abdominal symptoms. 
After the onset of the skin lesions she had some 
lassitude. Constipation was present (one bowel 
movement in three to four days). Except for 
moderate hypertension (160/95), no abnormality 
was found at physical examination. Dermato- 
logically there was only slight sclerodermoid 
yellowing of the face with normal furrows, pin- 
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point pigmented spots, lanugo hypertrichosis, and 
a rim of small superficial pearly scars along the 
hairline. Sometimes there were a few erosions 
on the face, due to scratching. The backs of her 
hands also showed some sclerodermoid yellowing 
with slightly visible superficial scars and some 
milia. 

Laboratory Data—Routine testing was normal, 
except the sulfobromophthalein test (15% after 45 
minutes). Normal urine and increased fecal 
porphyrins were seen. 

Case 14.—Workman, born Feb. 1, 1920. He was 
examined while hospitalized for abdominal com- 
plaints of obscure origin (1955, Bergweghospital, 
Dr. S. E. ten Bokkel Huinink). He thought that 
his skin lesions had started in his 7th year and 
were worse in late summer. In his 14th year his 
hair became dark, and in his 17th year his fiancée 
commented on the thickening of his skin. He 
obviously had an infantile, neurotic character. He 
said he had headaches and itching. He had attacks 
of pain in his lower abdomen four weeks before 
admission. He was constipated. In the spring of 
1956 he underwent an appendectomy. 

Physical Examination—Apart from a spastic 
descending colon no abnormality could be found. 
X-ray examinations of the stomach and colon were 
normal, and no occult blood was found in the 
stool. He had dermatological symptoms of P. C. T. 
in remission. 

Laboratory Data.—Routine testing was normal, 
but urine and fecal porphyrins were abnormal. 

Case 15.—Man, driver, born Nov. 10, 1923. He 
noticed characteristic lesions on his skin during his 
22d year, especially in the summer, after his brother 
drew attention to them. On sunbathing he de- 
veloped severe itching. He frequently had head- 
aches and “very nervous” attacks, during which 


the urine “darkened.” He also had periods of 
crying and anger. After an operation for a 
duodenal ulcer, the abdominal complaints dis- 


appeared. The stools were usually hard. 
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Physical examination revealed no abnormality. 


He sometimes showed the classical dermatological 
features of P. C. T. 

Laboratory Data.—Routine testing was normal, 
except for the sulfobromophthalein test (30% after 
45 minutes). Urine and fecal porphyrins were 
abnormal. 


Case 16—Woman, 30 years old. She was com- 
pletely healthy and white-skinned, with no scars 
or hypertrichosis. She impressed her relatives as 
being most intelligent. 


Further examination was refused. 


Comment 


With Waldenstrom’s classification it is 
easy to diagnose all the patients as having 
porphyria cutanea tarda. The application of 
the classification of Schmid et al. (1953, 
1954), which according to our opinion is 
more justified, causes some difficulties, how- 
ever. The vague nervous and mental dis- 
orders and the abdominal complaints with a 
large number of abdominal operations in one 
family recalls a mixed porphyria. Neuro- 
logical and/or neurotic symptoms were 
found in Cases 5, 6, 10, 11, 13, 14, and 15, 
and slight lassitude was found in Cases 6, 
9, 10, 13, and 14. The operation report of 
Case 6 was not available, but, as she im- 
proved after the operation, the abdominal 
symptoms are not likely due to porphyria. 

Case 9 underwent several gynecological 
operations. Case 10 had a tuberculous kid- 
ney. Case 11 had gonococcic salpingitis, 
which may have caused the later abdominal 
complaints. Case 13 had gallstones, and 


Porphyrin Excretion 























Urine * Feces 
Coproporphyrin, Uroporphyrin, Coproporphyrin Protoporphyrin 
ug/Day ug/Day 
Case I II Ill I II III I II Ill I II Ill 
bt at bt at bt bt at bt at bt 
6 <— 37 86 = 0 0 me 6 0.08 1032.7 a 240 «8.3.0 327 8.7 
7 a 178 116 = 0 33 sa 19 = 0.37 24 = 0.88 ag 37. ~—s«0«72 60 2.2 
8 440 670 602 175 200 123 13.2 21 0.52 295 6.0 18.0 9 23 226 4.6 
9 sz: 104 522 +7 107 98 a 23 ~—s(0.84 140 33.3 se 133s 2.0 327 7.7 
10 660 437 268 72 171 288 He 37 —s-«0.32 258 7.4 Na 436 3.8 836 24.1 
ll 375 960 475 270 121 152 4.1 14 0.15 212 3.8 10.5 219 2.2 316 5.7 
12 83 81 125 0 0 0 0.3 1 0.02 140.48 2.0 33 (0.74 16 0.55 
13 oa 108 40 ae 0 0 0.1 44 0.72 35 = 0.56 2.1 170 2.9 111 1.8 
14 es 1069 514 ee 0 137 ea na iy 235 84.0 igs Bis 8 195 3.3 
15 310 3280 1125 180 174 415 7.7 18 0.24 183 = 4.4 16.5 1922.6 339 8.2 
* The porphobilinogen reactions were always negative. 
{ a=yg/gm. of dry stool. 
t b=mg/per day. 
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cholecystectomy relieved her pains. Case 15 
had a large duodenal ulcer and postopera- 
tively was free of complaints. Case 16 had 
a spastic colon syndrome, which is not an 
uncommon phenomenon. Recently he under- 
went an appendectomy. Constipation was 
prominent in Cases 7, 9, 10, 13, and 14, 
while vague abdominal complaints were 
found in Cases 5, 6, and 8. 

These facts, together with the ages of 
onset, make it tempting to classify this fam- 
ily as having mixed porphyria, although an 
acute attack with positive porphobilinogen 
reaction has never been observed. As the 
operations revealed abnormal conditions, as 
it is not uncommon to find persons with odd 
behavior among the ordinary population, 
and especially as the nonporphyric Case 12 
was mentally also not quite normal, we feel 
that this classification is not fully justified. 
We further agree with Watson (1952) and 
Brunsting (1954) that no sharp distinction 
can be made among the several types, and a 
classification is sometimes only arbitary. 
We furthermore believe the clinical types of 
the porphyria hepatica not to be very essen- 
tial, as several members of one family may 
show different clinical appearances (Calvy, 
1951; Gazet, 1952-1953; Dean, 1953; Dean 
and Barnes, 1955). 

A further analysis of the patients reveals 
the following features. 

Heredity.—Our genealogical table clearly 
shows a simple dominance. Dean (1953) 
and Dean and Barnes (1955) described 
genealogical tables of families whose mem- 
bers showed different clinical pictures of 
porphyria hepatica. If we regard these fam- 
ilies as mixed cases, as did Brunsting 
(1954), the dominant character of the mixed 
type is already clearly stated by them. In 
this family it is remarkable that seven of 
nine children of one generation were af- 
fected. 

Age of Onset.—In this family group the 
onset was between the 16th and 30th years, 
with a maximum at about the 22d year, 
but Case 14 probably started earlier (7th 
year). This agrees with the age of onset of 
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mixed and intermittent acute porphyria 
(20th to 30th years). 

Liver Impairment.—We used several 
liver-function tests, and some of the patients 
showed a slight impairment in only one or 
a few tests. 

Cases 6 and 8 had only a slight disturb- 
ance of the sulfobromophthalein test (10% 
instead of 5% after 45 minutes). Case 10 
had a sulfobromophthalein retention of 25% 
and Mancke-Sommer 2, and Case 13 had 
a sulfobromophthalein retention of 15%. 
Case 15 had a sulfobromophthalein retention 
of 30%. The other cases showed no liver 
dysfunction with our presently known liver- 
function tests. However, we must bear in 
mind that our presently known liver-function 
tests are probably not yet perfect. 

Precipitating Factors.—All the members 
of the family denied the consumption of 
alcohol or baribiturates. 

Hormonal Influences.—In Case 5 the dis- 
ease manifested itself during the first preg- 
nancy, and in Case 6 the onset was after 
a miscarriage. Case 10 discovered the dis- 
ease at the reonset of menstruation in her 
16th year. Case 11 had an exacerbation 
right after a delivery. It is tempting to sug- 
gest a hormonal influence in these cases, as 
Dean and Barnes (1955) did. 

Miscarriages were found in Cases 6, 9, 
and 13, 

Dermatological Symptoms.—The so-called 
classical features of P. C. T. (“bullosis 
actinica et mechanica,” Brunsting, 1949) 
were observed only in Cases 8, 11, and 15, 
though all affected members were followed 
up during more than two years. 

However, this symptom was also men- 
tioned in the histories of Cases 9 and 10. 
Traumatic lesions, sometimes as minor as 
only one or two scratches on the face or on 
the other hand, were mentioned or seen in 
all cases, mostly due to scratching. In the 
nonbullous cases the dermatological diag- 
nosis should rely on other features, such as 
the thickening or sclerodermizing of the 
skin, which may be pronounced (6, 7, 8, 
11, 14, and 15) and may thus cause an older 
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appearance of the patient (5, 6, 8, 14, and 
15) and a rather immobile, mask-like face 
(6, 7, 8, 11, 14, and 15); the thickening 
may also be slight (10 and 13) or practically 
unnoticeable (9). In these latter cases the 
pigmentation may be also less and suspicion 
then could only be aroused by some scratch- 
effects on the face, superficial minute pearly 
atrophic spots (best observed under tangen- 
tial Wood-light), especially on a rim along 
the hairline (area most exposed to the sun) 
and on the backs of the hands; furthermore, 
the facial hypertrichosis (7, 9, and 13) and 
milia may be helpful. Especially in remis- 
sion or in so-called “latent” cases these 
symptoms should be sought (see Case 13). 

Itching was generally found, usually of 
moderate severity. This, however, was not 
always found on the parts of the body ex- 
posed to the sun. It is further of interest 
that itching, easy tanning, or thickening of 
the skin may precede the classical features 
(8, 11?, 13, and 15). Leukoderma was 
present in Cases 1 and 6. 

During remission the patients always re- 
tained the following symptoms: (a) the 
thickening of skin, (b) the yellowing and 
pigmentation, (c) itching, (d) hypertricho- 
sis, (¢) leukoderma, and (f) photophobia. 

Correlation of Darkness of Urine and 
Seriousness of Disease-——Cases 9, 10, 11, 
and 15 said that their urine darkened during 
the periods of nervousness or anger (?). 

Light Sensitiviness——Photophobia was 
found in Cases 8 and 9, but it was of 
moderate severity. All affected members 
showed hypersensitivity to sunlight. How- 
ever, it was remarkable that a flare-up of 
the skin lesions in Case 11 occurred while 
no contact with light existed. 

Hypertension.—Hypertension was found 
in Cases 6, 7, 10, and 13. 

Ocular Damages.—Barnes and Boshoff 
(1952) have described ophthalmological dis- 
turbances in porphyria. None of our pa- 
tients, however, showed any particular 
defect. Scott (1956) remarked that the 
shifting of pigment, mentioned in 50% of 
his cases by Boshoff, could not be affirmed 
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by other investigators. Brunsting (1954) 
also was surprised by the great number of 
ocular damages found by Boshoff in South 
Africa. 

Importance of Fecal Porphyrins.—Cases 
6 and 9 clinically showed only traces of por- 
phyria. No pathological excretion of por- 
phyrins could be found on repeated analysis 
of the urine. The stools, however, showed 
an increased excretion of porphyrins. This 
supports Rimington’s statement that some 
cases of porphyria can be confirmed or de- 
tected if fecal porphyrins are estimated 
(Wells and Rimington, 1953). 

“Burnt Out” Cases.—It is interesting that 
Cases 1?, 2, 6, and 7 clinically became 
“burnt out” cases after about their 40th 
year. Thus it appears that even genuine, 
primary, or inborn porphyria may decrease 
in the long run. 

Combination with Other Diseases.—No 
diabetes was found in any of the cases. (In 
Case 6 no glucose-tolerance test could be 
performed.) Psoriasis occurred in Cases 7 
and 8 as well as in their nonaffected relatives 
of Group 2B. 

Difficulties in Diagnosis—Cases 8, 10, 
and 15 have for years been regarded as 
having epidermolysis bullosa hereditaria. 
Finally, it is remarkable that Cases 5, 6, 7, 
9, 11, 12, and 14 have never consulted a 
physician for their skin lesions. This proves 
how mild this disease can be (or how little 
attention the patients pay to their disease). 


Summary 

A family with porphyria is described. 
The dominant inheritance of this disease is 
clear. Though this disease is most likely 
a mixed porphyria, there are difficulties of 
a precise assignation in Schmid, Schwartz, 
and Watson’s classification. Slight liver 
impairment occurs in some members, and it 
is noteworthy that the porphyria in three 
members clinically seems to have burnt out. 
In two members the diagnosis of porphyria 
could be confirmed only by fecal examina- 
tion. 
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PORPHYRIA CUTANEA TARDA 


Dr. E. H. Hermans Sr., Director of the Central 
Organization for the Fight Against Skin and 
Venereal Diseases, Rotterdam, gave permission to 
investigate these cases. Dr. van Calcar performed 
the ophthalmological examinations. 


Venereal Disease Institute (Dr. Tio). 
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Vibra-Puncture Technique in the Treatment of 


Localized Neurodermatitis 


A Preliminary Study on the Effett of Hydrocortisone Acetate Injected by ‘the 
Multiple Vibra-Puncture Method into Areas of Lichen Simplex Chronicus 


JOSEPH N. AARON, M.D.; IRWIN KANTOR, M.D., and HAROLD STROMEYER, M.D., New York 


The purpose of this preliminary report is 
to demonstrate a new, simple, and effective 
method of therapy for lichen simplex 
chronicus (localized neurodermatitis). We 
were prompted to use the vibra-puncture 
technique for this chronic type of derma- 
titis after our successful results with the 
injection of hydrocortisone acetate by use 
of the “syringe and needle” technique. 
Since this work was started, Dr. Leonard 
E. Savitt! has also reported on the suc- 
cessful treatment of lichen simplex chron- 


icus and other conditions by the local - 


injection of hydrocortisone acetate. 

Like Dr. Savitt, we also found that hy- 
drocortisone acetate, when injected into the 
area of dermatitis, appeared to have a pro- 
longed local anti-inflammatory effect. How- 
ever, certain disadvantages were found 
inherent in this technique. 

1. In thickened, lichenified areas it was 
difficult to inject the solution superficially 
because of the resistance offered by the 
epidermis and the dermis. 

2. If hydrocortisone acetate was deposited 
subdermally, there was frequently a result- 
ant atrophy in that area. 

3. The procedure was _ time-consuming 
and moderately painful, particularly if 
large patches of neurodermatitis were to be 
treated. 

All of these undesirable side-effects and 
disadvantages were eliminated by the use of 
the multiple vibra-puncture technique. 

Submitted for publication Dec. 30, 1957. 

From the Department of Dermatology of the 


Mount Sinai Hospital (Samuel M. Peck, M.D., 
Director). 
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Local Action of Cortisone 


Green and Ghadially? showed that both 
parenteral administration and local applica- 
tion of cortisone had persistent antimitotic 
action on the skin epithelium of the mouse. 


This antimitotic activity is thought to be 
related to the ability of cortisone to inter- 
fere with carbohydrate utilization in the 
epidermis (through interference with phos- 
phorylation of sugar in the process of 
glycolytic breakdown). 

Asboe-Hansen* demonstrated the in- 
hibitory effect of cortisone on connective 
tissue formation. This effect of cortisone 
was related to the decrease in the amount 
of hyaluronic acid in the dermal ground 


Fig. 1—Magnified photograph of Dermajector 
needles covered with a film of hydrocortisone ace- 
tate. 
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Fig. 2—Dermaijector unit: motor, flexible shaft, 
foot pedal, and Conway Dermajector handpiece. 


substance. (The ground substance is the 
essential substance necessary for the forma- 
tion of new connective tissue.) 

Cortisone administration resulted in a de- 
crease in the number and a change in the 
morphology of the mast cells in the dermis. 


Technique of Clinical Experiment 


We used a suspension of hydrocortisone acetate * 
(25 mg. per cubic centimeter), which is a white 
odorless crystalline solid. It is slightly soluble 
in alcohol and practically insoluble in water. 


*The hydrocortisone suspension (25 mg. per 
cubic centimeter) used in this study was Hydro- 
cortone Acetate, which is produced by Sharp & 
Dohme, Inc., Division of Merck & Co., Inc., 
Philadelphia. 


Aaron et al. 





ool 
Fig. 34.—Application of hydrocortisone acetate 
suspension and tattooing procedure. 


The Conway Dermajector was employed in the 
vibra-puncture technique.*® This is an instrument 
for intradermal injection and is powered through 
a motor-driven flexible shaft,t as shown in Figure 
2. The oscillation rate of the needles is controlled 
during the operation by a foot pedal, and the most 
effective rate for this procedure is 3000 to 3500 
rpm. The depth to which the needles penetrate 
may be varied by a set-screw attachment on the 
sleeve of the tattooing needles. All the patients 
tolerated the procedure without anesthesia. 


The operative field for the intradermal injection 
was prepared by a three-minute scrubbing with 
an antiseptic soap followed by alcohol sponging. 
Approximately 1.5 cc. of hydrocortisone acetate 
was placed in a sterile medicine glass, and appli- 
cator swabs were saturated with this solution. 
The field was painted with the drug, and the pro- 
cedure, as shown in Figures 3A and 3B, was started 
while the solution was still moist. Each plaque 
was tattooed for one to two minutes, depending 


ft The Conway Dermajector Electric Tattooing 
Machine with the Conway Multiple (12) Needle 
Injector was supplied by the Robbins Instrument 
Co., Chatham, N. J. 


Fig. 3B.—Pin-point bleeding noted immediately 
after procedure. 








Fig. 44 ‘Case 3).—Right nuchal area before 
treatment. 


upon the size of the lesion. The best results were 
obtained when some pin-point bleeding occurred, 
indicating penetration to at least the papillary 
layer of the dermis. At the conclusion of the 
operation, an antibiotic ointment was applied 
sparingly to the field. 


Report of Cases 


CasE 1—A 42-year-old Puerto Rican woman 
complained of “much itching” on the nape of the 
neck for the last three years. The patient received 
two treatments, seven days apart. The patient 
reported that she is completely relieved from the 
pruritus. Objectively, the plaque on the nape of 
the neck showed a marked decrease in lichenifica- 
tion. 

Case 2.—An 18-year-old Puerto Rican woman 
complained of an intensely “itchy” plaque of neuro- 
dermatitis on the left outer ankle since the age of 
8. The patch of lichen simplex chronicus was 
tattooed on two occasions, seven days apart. The 
patient reported that the “itching” disappeared 
within 24 hours. Objective findings showed almost 
complete disappearance of the lesion. 

Case 3.—A 42-year-old white woman complained 
of two separate pruritic lesions on the nape of the 
neck for the past six years. Examination showed 
two 4 cm.X3 cm. areas of lichen simplex chronicus 
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Fig. 4B (Case 3).—Same area after two vibra- 
puncturé procedures. 


symmetrically arranged on each side of the midline 
of the nape of the neck. The right side of the 
neck was treated, and the patient reported com- 
plete relief of the “itching” on that side; clinically 
the plaque completely disappeared with two treat- 
ments, seven days apart. 

Case 4.—A 51-year-old white man presented 
an extremely pruritic plaque of neurodermatitis 
which had been present on the right calf for 14 
years. He had_ received, in addition to various 
topical medications, an extensive course of super- 
ficial x-ray therapy. Examination of the area 


_ Fig. 4C (Case 3).—Entire nuchal area: right 
side after two vibra-puncture procedures; left side 
prior to therapy. 
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showed a large plaque of hyperkeratotic neuro- 
dermatitis (106 cm.) with irregular areas of 
postirradiation atrophy. He was treated with the 
vibra-puncture technique on Nov. 30, 1957, and 
Dec. 12, 1957. He had no pruritus within 12 hours 
after the first procedure. Clinical improvement in 
the appearance of the plaque was noted after the 
second procedure. The areas of x-ray damage 
withstood the treatment without any complications. 

Case 5.—A 68-year-old white man had a 5X9 
cm. markedly lichenified plaque of neuroderma- 
titis over the right external malleolus which had 
been present for six years. The area was treated 
with the vibra-puncture procedure on three oc- 
casions, seven days apart. The pruritus was 
noticeably alleviated within the first 12 to 18 hours, 
and the plaque was noted to be less thickened 
after each treatment. 

In all of the preceding cases, various oint- 
ments and creams were used, including 
topical hydrocortisone preparations. The 
latter did offer some relief of the pruritus; 
however, this was only temporary, and the 
lesions showed only minimal clinical im- 


provement. 


Results 


We found that the vibra-puncture tech- 
nique was both rapid and painless. 

All patients experienced relief of pruritus 
within 24 hours after the procedure had 
been performed. 

Clinical improvement in the appearance 
of the lesion resulted in all cases treated. 
The number of times each area was treated 
depended on the degree of lichenification 
present. 

No residual atrophy was noted at any 
time during or after the period of treat- 
ment. 

All of the patients treated had proven 
resistant to other forms of therapy for 
lichen simplex chronicus. 


Comment 


Hydrocortisone acetate has been shown to 
have an anti-inflammatory effect after local 
injection into bursae for bursitis and into 
synovial spaces of joints for arthritis. A 
similar anti-inflammatory effect has been 
demonstrated in the past after local injec- 
tions into areas of lichen simplex chronicus. 


Aaron et al. 


However, we found it desirable to avoid 
such side-effects as pain of injection, 
residual atrophy, and tediousness of the 
“syringe-and-needle” technique of local in- 
jection of hydrocortisone acetate. 

The vibra-puncture technique appeared 
to have eliminated these undesirable side- 
effects and to have equal, if not superior, 
results to previous techniques. 

As the Dermajector needles were set for 
from 2 to 3 mm. in length, it can be as- 
sumed that the solution was deposited into 
the upper dermis. This fact probably ac- 
counts for the lack of atrophy which is 
frequently seen after the subcutaneous in- 
jection of hydrocortisone acetate. 

Lever® states that the microscopic ap- 
pearance in lichen simplex chronicus shows 
hyperkeratoses, acanthosis, and areas of 
parakeratoses as well as a chronic inflam- 
matory infiltrate in the dermis. This is at 
times also associated with an increase in 
fibrosis and in the number of fibroblasts in 
the dermis. 

After a review of the local effects of 
hydrocortisone on epidermal mitotic activity 
and on dermal collagen formation, it ap- 
peared logical to deposit the hydrocortisone 
suspension in the upper dermis. 


Summary 


Five patients with lichen simplex chron- 
icus of long duration were treated with local 
injections of hydrocortisone acetate by the 
vibra-puncture technique. 

In all cases there was prompt alleviation 
of pruritus and marked improvement in the 
appearance of the plaques. 

The procedure was found to be relatively 
painless, simple, and rapid. 

No complications were noted. 


Department of Dermatology, Mount Sinai Hos- 
pital. 
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Comment by Dr. Samuel M. Peck 


I am adding a comment to this presentation in 
order to stimulate others to employ this technique. 
In both hospital and private practice we have 
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treated many cases of lichen simplex chronicus, 
keloids, psoriasis, and hypertrophic lichen planus 
by means of injections with hydrocortisone acetate. 
There is no doubt that the employment of the 
injection method for these conditions has given re- 
sults in many instances which were far superior 
to any previous method of therapy used, as re- 
gards both consistent control of pruritus and 
rapid involution of lesions. A marked drawback 
to the injection method was the not infrequent 
atrophy which was produced as well as the pain 
and difficulty encountered in injecting. 

Some of the cases reported by the authors were 
from my own practice, and I am now using the 
vibra-puncture technique as a method of choice 
for the treatment of these conditions. We are 
rapidly increasing the number of diseases which 
can be treated, but as yet we have not had sufficient 
material to evaluate therapeutic results. We are 
now treating conditions as granuloma annulare, 
sarcoid, discoid lupus erythematosus (small resis- 
tant patches), and early keloids. 
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Dermatological Observations on the Navaho 


Reservation 


ROBERT BRANDT, M.D., Cincinnati 


Twice, in 1956 and 1957, I stayed for 
three weeks on the Navaho reservation in 
order to treat and observe skin diseases 
among The People (Diné), as the Navahos 
call themselves. This was considered a 
project of the University of Cincinnati in 
preparation for a systematic investigation, 
which will be conducted when funds become 
available. So far, I have gone on my own, 
with clearance from the health authorities. 

The reservation is situated mostly in 
northeastern Arizona and extends into New 
Mexico and Utah, altogether 25,000 square 
miles, the size of West Virginia. Three- 
fourths of the “Four Corners” is Navaho 
land. The country is characterized by high 
altitude, dry air, arid soil, and intense sun- 
light. Within these over-all characteristics 
there is variation according to seasons, alti- 
tudes, and nearness of water sources, but in 
general this big land, at the present time, is 
too poor to provide a decent livelihood for 
the 80,000 inhabitants, and this is reflected 
in the nutritional status. There is, however, 
much being done to feed the children at 
school. 

The Navaho dwelling is a more or less 
dome-shaped, single-room hut (hogan), 
crowded with dirt floors, and without 
windows, where often sheepskins and 
blankets take the place of furniture. The 
stored water is mostly unprotected, and 
privies are slow in being built. These 
conditions account for many of the med- 
ical problems. They are balanced to some 
degree by the facts that the warm 
season is spent generally, to a great extent, 


Received for publication Jan. 14, 1958. 

From the Department of Dermatology and 
Syphilology, Dr. Leon Goldman, (Director) 
University of Cincinnati. 


in half-open brush shelters and that the 
dwellings are widely scattered. There are 
no villages on the reservation, and most of 
what appears as such on the maps are just 
localities where, for example, crossroads 
form a sort of local center, with perhaps 
a trading post or, later, a school or mission. 
Only government installations, with their 
various offices, may create a resemblance to 
a village. 

Since 1955, the medical service for most 
of the Indians has been under the U. S. 
Public Health Service, and the advantage 
is obvious. Yet, in spite of the quality of 
facilities and personnel, the big reservation 
is covered only incompletely. This is not a 
reflection on the Service but is due to the in- 
ertia of the population at large where the 
interests of the Indians are concerned. The 
same is true of the mostly miserable roads, 
which are a severe obstacle both to the 
working of the present medical set-up and 
to its extension to the more remote parts. 
The situation is somewhat relieved by mis- 
sion hospitals and clinics of various denomi- 
nations. However, the most complete 
medical organization would still have a 
hard fight because of the economic situation. 
Finally, habits and attitudes of the people 
have to be considered. In this last respect 
that the Navahos are the 
hardest people in the world to dictate to, 
but they are rather cooperative if ap- 
proached by slow persuasion, a method that 
pervades their entire life. 


one can say 


The situation of the place that was my 
headquarters may illustrate some of the 
problems of the medical service. I stayed at 
the St. Isabel Mission of the Franciscan 
Fathers (Father Blase Brickweg, O. F. M., 
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Superior) at Lukachukai, Ariz., approxi- 
mately 100 miles north of Gallup, N. M. A 
dispensary is affiliated, staffed by four 
Hospital Sisters of St. Francis, two of whom 
are graduate nurses, and they do whatever 
they can, with skill and devotion. Close by, 
there is a Public Health nurse, stationed 
at the Government school, whose time is 
much taken up by vaccination, health educa- 
tion, etc.* The next physician is almost 50 
miles away and is so busy at his clinic that 
there is little time for visits to the outlying 
parts of his territory. The roads are poor 
and at times may even become impassable. 
The next hospital is more than 60 miles 
away. 

To the dispensary patients came with 
various ailments, among which diarrhea, 
impetigo, and upper respiratory infections 
were most frequent. I learned that the pa- 
tient load was only a fraction of what it 
used to be in winter. Quite frequently I 
had to act as a general practitioner. As my 
main task, I examined and treated all pa- 
tients with skin diseases that came in 
routinely or because word of my presence 
had spread around. I also saw children 
at the Public Health clinic, and I made a 
survey at the school. Furthermore, I 
gathered patients at the weekly clinics the 
sisters were holding in smaller chapels at 
some distant places. I went to the hogans 
in less accessible areas, where dermato- 
logical patients were reported as unable to 
come to the clinics. I visited Government 
installations to look over incidental or pre- 
assembled dermatological material, and I 
was also able to observe the skin of people 
I met accidentally, e.g., when they came 
to the mission for other than medical 
purposes. These experiences I tried to aug- 
ment by conversations with physicians and 
nurses. The material is, therefore, too ir- 
regular in its selection to permit statistical 
evaluation, but it is sufficient to establish 
certain facts and dispel certain misconcep- 


*It may be said that in many places that do 
not have physicians Public Health nurses are a 
credit to their profession. 
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tions. It will serve as a foundation should 
the setting-up of a small team with in- 
dependent transportation and interpreter be- 
come a reality. 

Some physicians, not quite familiar with 
the reservation, have made the statement 
that Navahos do not have skin diseases 
other than impetigo. This is not so. With 
the omission of impetigo, head lice, common 
and juvenile warts, and such conditions as 
moles, seborrheic keratoses, or Mongolian 
spots, I have on file 150 cases and have 
collected information about others. Among 
the cases seen by me, to mention only a 
few, were acne, vitiligo, scrofuloderma, 
atopic dermatitis, erythema nodosum, rhin- 
ophyma, molluscum contagiosum, _ stasis 
dermatosis, and _ exfoliative dermatitis 
(from chemotherapy of tuberculosis). 

It is true that severe dermatoses seem to 
be less frequent than in a comparable num- 
ber of people elsewhere. If this should be 
confirmed by systematic investigation, the 
search ‘for the cause poses an interesting 
preblem. 

Sometimes there is an obvious connection 
with the living conditions. The absence of 
industrial dermatitis and the scarcity of 
household dermatitis are easily explained 
by the absence of industry (until recently) 
and the scarcity of water. There is, one 
might say, a dry equivalent of these forms 
of dermatitis. During the summer season, 
especially in sheep herders, there may de- 
velop a dry hyperkeratotic condition, often 
with cracks, on fingers and the backs of the 
hands. There are no pronounced signs of 
inflammation, and there is much improve- 
ment or even healing in the fall. In older 
people, these alterations tend to be more 
permanent. Dust and sand, sunlight, and 
mechanical damage seem to be the causes, 
and they act on a skin that is naturally dry. 
The dryness is not entirely due to sun and 
wind, since it is also noticed in the unex- 
posed skin. How far this depends on the 
dryness of the air, on lack of bathing fa- 
cilities, on lack of fat in the diet or, finally, 
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on a racial peculiarity cannot be decided 
so far. 

In contrast to the general dryness of the 
skin, acne is not rare, notwithstanding opin- 
ions to the contrary. Four girls and one 
boy consulted me for this condition, and 
active or scarred acne was frequently seen 
as an incidental finding in patients or non- 
patients. This was also confirmed by other 
physicians. Of typical seborrheic derma- 
titis, I saw only one (minor) case, involving 
the face, but I saw several instances of 
retroauricular dermatitis. Psoriasis seems 
to be rare. All inquiries yielded only one 
typical and two possible cases in the experi- 
ence of several physicians, and none was 
seen by me. 

The high incidence of impetigo is com- 
monly known. It yields quickly to antibiotic 
applications but is, of course, prone to 
recur. The cause of recurrence is some- 
times found to be a hidden crusted lesion 
in another member of the family. If im- 
petigo is left untreated for some _ time, 
hyper- or hypopigmented patches may re- 
main. 

The scarcity of boils or carbuncles con- 
trasts with the frequency of impetigo, and 
an immunological effect of the repeated 
superficial! infections may be assumed. As 
an illustration, I saw two severe instances 
of deep infection (lip furuncle and car- 
buncle, respectively) in two white members 
of the comparatively small crew that worked 
on the construction of a new school. In 
several instances, impetigo was only super- 
imposed on preexisting dermatitis, atopic 
and otherwise. On the other hand, impetigo 
sometimes develops into what must be 
termed infectious eczematous dermatitis, 
for which in only one case a draining ear 
could be established as the source. 

Tinea capitis is not considered an impor- 
tant problem. At one school I saw only two 
children with a history of the disease, who 
were already cured. However, in 1956, I 
saw three such children at the clinic in 
Chinle. Cultures taken from two of them 
grew Microsporum canis. In the next year 
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I encountered one such culture in the same 
place. These cases were not connected, as 
far as we could find out. The figure is com- 
paratively small, but the accumulation in 
one locality where observation was possible 
is interesting. Systematic search may yield 
results. 

In spite of assiduous attention, “blackdot 
tinea,” menacing in other parts of the 
Southwest, was not found, at least not on 
purely clinical examination. 


Dermatophytosis of toes and feet was 
seen in a few instances. Cultures were 
contaminated, except for one yield of 
Trichophyton mentagrophytes. I learned 
that the condition is more frequent in the 
colder months. The reason for this reversal 
of the usual seasonal fluctuation may be the 
extreme dryness of the period during which 
I was on the reservation (from the middle 
of September to the first week of October). 
Another factor may be that during the 
summer season work requiring walking and 
standing (railroad labor and bean picking) 
takes many people off the reservation. 

No agreement has been reached as to the 
frequency of cancer except for the consen- 
sus that is is definitely below that in the 
white population, even after allowance has 
been made for the shorter life expectancy 
of the Navahos (as of other tribes) and for 
incomplete reporting. This scarcity of 
cancer is also true for cancer of the skin. 
On my second trip I paid special attention 
to this question, but I learned of only one 
basal-cell epithelioma at the hospital at Tuba 
City and one squamous-cell epithelioma at 
Chinle, both confirmed histologically. I also 
saw a probable lip cancer, examination 
pending. 

On the Navaho reservation, two opposite 
factors come into play in the external stim- 
ulation of skin cancer, the intense and long- 
lasting sunshine and the pigmentation of the 
skin. The protective effect of the pigment 
was demonstrated in a negative way by 
chronic actinic dermatitis in the vitiliginous 
areas of two patients. Yet this protection is 
not absolute. Altogether the Navaho pig- 
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mentation is not intense. It reaches from 
yellowish to golden brown, depending also 
on tanning, and is rarely deep brown. 
Actinic damage to the skin (and to the lips) 
is not completely prevented. Some people 
were seen who had sharply defined erythem- 
atous patches on nose and cheeks, which 
after some time produced some depigmen- 
tation. Simultaneously, cheilitis, with epi- 
dermal thickening and cracking, developed. 
There is a certain resemblance to lupus 
erythematous, but only in one case was this 
diagnosis supported by the presence of 
atrophic patches. The patients report that 
healing occurs during the winter, and in one 
instance I could observe this by a follow-up, 
after a year, when the patient had been 
given sun-protective cream, with good re- 
sult. Even during a short observation, sev- 
eral patients found relief by such creams 
(Skolex and Sun A Fil). The necessity of 
protection from sunlight is known to the 
people. Men wear hats, but the recommen- 
dation of hats to women (through the in- 
terpreter) was received with much hilarity. 
I have seen, however, the use of home-made 
protection. In one instance of mother and 
child it was ocher, the old war paint. 
There exists a peculiarity of pigmenta- 
tion to which my attention was drawn by 
Dr. Jarin, then Government dentist at 
Chinle. This is a certain uneven distribu- 
tion of pigment on the cheeks, with darker 
spots in lighter areas, which produces a 
speckled effect sometimes accompanied by 
scales. First I thought of actinic influences 
with secondary depigmentation, but this 
condition is common in younger children 
up to 8-10 years and even in infants, who 
are better protected from the sun; is rarer 
in the older groups, and is hardly present in 
adults. Furthermore, the condition may 
exist in a completely smooth skin without 
scales. It seems to be to some extent a 
racial peculiarity (even if promoted by sun- 
light), in its later disappearance resembling 


+It reminded me of the biblical words “And 
they shall beat their swords into plowshares and 
their spears into pruning hooks.” 
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the Mongolian spot, which is a_ regular 
observation in the newborn and disappears 
soon. The scaliness, however, would be 
independent and caused externally, by ex- 
posure. 

A few words must be said about atopic 
dermatitis among Navahos. This condition 
is not rare and can be observed in the typi- 
cal areas. Among a number of cases of 
various types of dermatitis, I saw eight 
that had the characteristic appearance and 
history of atopic dermatitis. In none of 
these cases was there a history of severe 
episodes as concerns either acuity or wide 
dissemination. Several physicians and one 
Sister with predominantly pediatric train- 
ing, when asked about their experience, re- 
ported that they had observed flexural 
“eczema” but did not remember cases like 
those they had seen in eastern hospitals. 

The following explanation for this dis- 
crepancy seems reasonable. Atopic derma- 
titis is a somatic, not a psychogenic, disease, 
as evidenced by positive serological and 
skin tests, characteristic vascular reaction, 
etc. The degree of development, however, 
depends much on emotional factors, espe- 
cially those derived from the family setting 
during the early life. Now, the family 
situation in the Navahos is excellent, as 
far as the children are concerned. Conflicts 
between the parents or even breaking-up of 
a marriage (an event which may be very 
informal) influences the child much less than 
among white people because the children 
belong to the mother’s family, and so their 
situation does not depend too much on an 
undisturbed relation between the parents. 
As a fact, the mother’s brothers and mother 
have more to say about the child’s training 
and education than has the father (although 
the fathers obviously love their children). 
In this setting the children are treated with 
much indulgence, and one could say that 
they are pampered were it not for the fact 
that the children are rather well-behaved. 
Tantrums are rare, and I saw only one 
“brat” among a great many children. 
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There is a warm family atmosphere, 
which starts in infancy. Children are 
brought up on the cradleboard; they are 
held and played with by their mothers for 
hours, or the cradleboard is leaned against 
the wall so that even the youngest member 
of the family can look around and feel part 
of a unit. This leads to strong ties, which 
are effective throughout life. Although 
tastes newly acquired while living away 
from the reservation, in school, at work, 
or in the armed services, are the most 
frequent source of conflicts after return, 
this is only relatively so, and it is surprising 
how often the opposite is true. Navahos 
suffer much from homesickness and often, 
having known all the conveniences of 
American life, return without difficulty to 
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the family’s hogan for a time or even per- 
manently. This state of affairs might well 
prevent the progress of atopic dermatitis 
to the severer stage. 

In conclusion I want to say that an ex- 
tension of our undertaking is desirable for 
two reasons. The Navahos must have access 
to dermatological services like anybody else, 
and there is also the promise of interesting 
observations in a population so far from 
our life and yet so close by. 

Dr. Huston K. Spangler, Chief, Field Health 
Services Branch, Division of Indian Health, U. S. 
Public Health Service helped in this study by 
giving me clearance and informing the Field rep- 


resentative of the U. S. Public Health Service of 
my intentions. 


259 Doctors Building (2). 
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Histochemical Observations on Parakeratosis 


KARL STEINER, M.D., Brooklyn 
With the Technical Aid of Ethel Suben, B.A. 


Parakeratosis is so characteristic and 
occurs in so many skin diseases that an 
adequate knowledge of its histochemistry 
appears indispensable. Nevertheless, many 
histochemical characteristics of parakerato- 
sis still are largely unknown. The following 
study was undertaken to investigate some 
of these characteristics. 

Beginning with Giroud and his collabo- 
rators, in 1929, several investigators used 
different stains for the determination of 
sulfhydryl (SH) in normal and abnormal 
epidermis. All of these stains revealed more 
SH in the parakeratin than in the viable 
epidermal cells and much more than in 
normal keratin (Percival and Stewart, 
Lapiére, Hollander et al., Zingsheim, and 
others). However, prior to Barrnett and 
Seligman’s dihydroxy-dinaphthyl-disulfide 
(DDD) reaction supplemented by thiogly- 
colic acid (1954) no histochemical estimate 
of the total sulfur was possible, i. e., of 
disulfides (SS) as well as of SH. This 
estimate, however, appears to be important 
because of the following reasons. Observa- 
tions with DDD made on normal skin 
(Montagna), on epitheliomas, and on seb- 
orrheic keratoses and _ senile keratoses 
(Foraker and Wingo) seem to confirm the 
concept of a progressive oxidation or dehy- 
drogenation of SH in the viable epidermis 
and a consequent enrichment of the keratin 


Submitted for publication Aug. 16, 1957. 
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photographs. 
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College of Medicine at New York. 
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with SS. However, these observations are 
in conflict with chemical findings of appre- 
ciable amounts of SS in normal epidermis 
and of SH in normal and abnormal keratin 
(van Scott and Flesch). Magnus explained 
the abnormally high SH content of para- 
keratotic layers through a partial failure 
of the SH to become masked in form of 
coiled sulfur-protein. Presumably, such a 
failure of masking should be histochemically 
recognizable if thioglycolic acid is used for 
“unmasking.” 

However, the high SH content of para- 
keratin could be due to other factors. In 
a previous study it was shown that in para- 
keratotic lesions abnormal amounts of gly- 
cogen occur in the epidermis (Steiner, 
1954). On the other hand, according to 
Foraker and Wingo (Sept., 1955) there is | 
an inverse ratio of distribution between 
glycogen and succinic dehydrogenase in der- | 
mal squamous-cell epitheliomas and in 
certain mucous epithelia (e. g., uterine 
cervix). In normal epidermis, Foraker and ) 
Wingo (July, 1955) found a direct rela- | | 
tionship between dehydrogenase and SH. 
On the basis of these observations it can be 
seen that the abnormally high SH content : 
of parakeratoses could result from the low 
dehydrogenase of the epidermis, and dehy- }| 
drogenase deficiency could be related to the | 1 
pathological presence of epidermal glycogen. } ! 
Thus, an interrelationship might exist be- 
tween epidermal carbohydrates and sulfur 
compounds of parakeratoses. ? 

Although disturbances of epidermal sul- 


fur-proteins and of carbohydrates undoubt- ] 1 
edly play a role in abnormal keratinizations, | + 
the pathology of parakeratosis is more clear- 
ly characterized by lack of keratohyalin 
granules and retention of pyknotic nuclei. | n 
s 
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Therefore, a study of the nucleic acids also 
seemed indicated, especially of the deoxy- 
ribonucleic acids of the nucleus (DNA) 
but also of the ribonucleic acids of the cyto- 
plasm and the nucleoli (RNA). An in- 
creased density of RNA in the normal 
stratum granulosum (Montagna) and the 
regulatory role of these substances in pro- 
tein synthesis (Swift) suggest the occur- 
rence of histochemical changes of RNA in 
parakeratosis. 

On these premises, the investigation was 
started with a study of SH and SS, gly- 
cogen, diastase-fast carbohydrates, and 
DNA and RNA. 


Material and Methods 


Most of the biopsy specimens were from lesions 
of psoriasis. Other dermatoses included chronic 
eczemas (e. g., seborrheic eczema, lichen simplex, 
disseminated neurodermatitis), parapsoriasis, and 
discoid lupus erythematosus, i. e., inflammatory 


diseases with more or less parakeratosis. For 
comparative purposes several specimens from 
normal skin, benign hyperkeratotic dermatoses 


(lichen planus, verrucae, callus, seborrheic kera- 
toses), and premalignant or malignant hyper- and 
parakeratoses (senile keratoses, leukoplakias, 
epitheliomas) were examined, Observations on 
controls will be mentioned only insofar as they 
are pertinent to parakeratosis. 

In order to visualize carbohydrates, formalin- 
fixed specimens were embedded in paraffin, cut at 
5u, and stained according to the periodic acid- 
Schiff-Hotchkiss method (PAS).* In some in- 
stances Harris’ hematoxylin and/or picric acid 
were used as counterstains. With the basic leuko- 
fuchsin of PAS, glycogen and mucopolysaccharides 
(MPS) stain in different shades of red. Diastase 
is applied to control sections before staining in 
order to break down glycogen. Most of the re- 
maining red-stained substances are MPS and muco- 
proteins (MP). 

In other controls testicular hyaluronidase was 
used to depolymerize hyaluronic acid. Chondroitin- 
sulfuric acid B, conjugated mucoproteins, and un- 
digested glycogen are resistant to hyaluronidase. 

Alcian blue with a counterstain of 1% neutral 
red was applied to separate sets of sections. Alcian 
blue stains acid MPS blue. The specificity of this 
stain was tested with hyaluronidase. 


* Unless differently mentioned, all histochemical 
methods were carried out according to Pearse. 
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For the demonstration of nucleic acids (NA) 
paraffin sections of a thickness of 54 were used. 
Some of the specimens were fixed in Carnoy’s 
fluid, and some, in formalin. Carnoy’s fluid is be- 
lieved to preserve nucleic acids better than 
formalin; however, in this study no particular 
staining difference could be noticed between the 
two fixatives. DNA was visualized by the Feulgen 
technique with basic leukofuchsin with which it 
stains red-violet to blackish. One per cent aqueous 
light green was applied to most sections as a 
counterstain. DNA is broken down by hydrolysis 
at 60 C, and this reaction was used as control. 

Ribonucleic acid (RNA) appears pink to red 
and DNA, greenish-blue when stained with Unna- 
Pappenheim’s methyl green-pyronin. This method 
was used according to Brachet (cited by Pearse) 
in combination (1) with ribonuclease, which breaks 
down RNA and, therefore, inhibits specific pyronin 
staining, and (2) with toluidine blue, which stains 
RNA in a manner similar to pyronin. 

Sulphur occurs in the epidermis as thiol (SH, 
in cystine, methionine, glutathione) or as disulfide 
(SS, in cystine). SH groups were visualized with 
Barrnett and Seligman’s DDD in combination with 
the indicator  tetrazo-diorthoanisidine (Barr- 
nett and Seligman, 1953). The biopsy specimens 
for this procedure were fixed in trichloroacetic 
acid, embedded in paraffin, and cut at 10g. With 
DDD and the indicator, the SH groups stain violet. 
The specificity of this stain is controlled with ethyl 
maleimide. This compound blocks the reaction be- 
tween SH and DDD. 

Before the staining with DDD, a separate set of 
slides was exposed to thioglycolic acid (Barrnett 
and Seligman, 1954). By this procedure SS groups 
are reduced to SH groups, and thus the total 
sulfur content of the epidermis becomes demon- 
strable. Accordingly, in sections treated with thio- 
glycolic acid the sulfur-containing tissues appear 
darker than they do in sections which were not 
exposed to the thioglycolic acid. 

The cystine of keratin was also demonstrated 
with Gomori’s aldehyde fuchsin, counterstained 
with hematoxylin. The more or less intense bluish- 
violet staining of keratin with aldehyde fuchsin 
is due to the affinity of the dye for sulfur acids 
(Scott and Clayton). If used without preceding 
oxidation (with periodic acid) aldehyde fuchsin 
stains only elastic fibers, mast cells, and keratin. 
Therefore, it is a useful control for the staining 
of acid sulfur compounds, in particular for the SS 
of cystine. 

Several slides of each specimen were stained with 
hematoxylin and eosin and with Heidenhain’s iron 
hematoxylin, the latter for better visualization of 
the intercellular bridges, nodes, and tonofibrils. 
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Carbohydrates RibonucleicAcids Sulfur Groups 
Epidermal Glycogen Mucopro- Acid muco- DNA RNA SH Total S Sulfated 
Structures (PAS, Dias- teins ysac- (Feulgen's (Methyl- (Barnett & (DDD with —. 
tase- Labile) os. Hyal- charides; Stain, Green Seli; n's Thiogly- sacchari 
midase- (Alcian Hydrolyz- Pyronin, DDD, Mal- _ colate) and “i 
“Stable) Blue, Hyal- able Toluidine eimide) (Gomori’s 
uronidase- Blue, Ribo- Aldehyde 
Labile) nuclease) Fuchsin) 
Cytoplasm “fb + + ++ (+) 
Cell aembeanes (+) (+) + ++ (+) 
Intercellular 
+ + ggg nodes (+) + + a oo t 
ucleo! 
Keratohyalin (+)* t " 
Nuclei ++ 
Pyknoses in upper 
ca layers (+) cede 
knoses in keratin et ++ 
Keratin (+) (+)* ++ +++ + 
Psoriatic 
microabscess + + 
* See text for explanation. 
Observations positive but diastase-labile substance in the 


The table shows the results obtained with 
histochemical methods. The photomicro- 
graphs illustrate the significant findings. 

Carbohydrates —Figure 1 shows the con- 
trast between the PAS-positive, parakera- 
totic pyknoses and the PAS-negative, 
normal nuclei of the prickle cells. The 
pyknoses do not stain with Alcian blue, and 
the PAS stain is not susceptible to diastase 
and hyaluronidase. Therefore, their carbo- 
hydrates probably are mucoproteins. The 
keratin is PAS-negative. 

Figure 2 illustrates the negative PAS 
reactions of keratohyalin. Because parakera- 
totic diseases usually contain little kerato- 
hyalin, a section of a lesion of lichen planus 
was used to illustrate this point; wherever 
keratohyalin occurs in predominantly para- 
keratotic diseases it also is PAS-negative. 

Figures 1 and 2 also reveal much PAS- 


Fig. 1.—Psoriasis. 


prickle cells, i. e., glycogen. 

The intercellular bridges and nodes are 
unevenly and weakly stained with PAS. 
Often they show a yellowish, nonspecific 
coloration. However, with Alcian blue the 
intercellular structures are extremely well 
visualized (Fig. 3), which indicates the 
presence of acid mucopolysaccharides. The 
specificity of the Alcian-blue reaction was 
confirmed by the failure of the bridges and 
nodes to stain after treatment with hyalu- 
ronidase. 

Except for the intercellular structures, no 
other epidermal elements were stained with 
Alcian blue. 

DNA.—Figure 4 demonstrates the local- 
ization of DNA in the normal and pyknotic 
nuclei. Owing to condensation of the DNA 
the pyknoses are more intensely stained 
than the normal nuclei. The nuclei of pso- 


Dark red, PAS-positive pyknotic nuclei in the parakeratotic stratum. 


Normal nuclei and keratin PAS-negative. Glycogen in prickle cells. PAS stain; reduced about 


26% from mag. X 440. 


Fig. 2.—Lichen planus with granulosis. 
prickle cells. 


X 900 


Fig. 3.—Psoriasis. Transverse section. 


epithelial structures red. Alcian blue counterstained with 1% neutral red; 


29% from mag. X 800. 


Fig. 5.—Psoriasis. 
green-positive. Methyl green pyronin; 


Cytoplasm, nucleoli, 


Intercellular bridges and nodes blue; 


Keratohyalin granules PAS-negative. Glycogen in 
Intercellular bridges PAS-positive. PAS stain; reduced about 29% from mag. 


all other 
reduced about 


and parakeratin be bac are fe nuclei methyl 
reduced about 28% from mag. X 140 


Fig. 6.—Psoriasis (same biopsy specimen as in Fig. 5). Loss of pyronin staining complete 


in epidermis and _ nucleoli, 


partial in the aces ages layers. 


Methyl green pyronin after 


ribonuclease; reduced about 26% from mag. X 140. 
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riatic microabscesses also are strongly Feul- 
gen-positive. The specificity of the stain was 
confirmed by the lack of staining after 
hydrolysis. 

Keratohyalin granules and_ intercellular 
structures are Feulgen-negative. 

RNA.—In Figure 5 the epidermal cyto- 
plasm, the nucleoli, and the keratin appear 
stained with pyronin. The keratin and the 
nucleoli are darker red than cytoplasm. 
Controls with toluidine blue confirm these 
results. However, if the sections are pre- 


Fig. 7.—Psoriasis. Cytoplasm, nucleoli, 
intercellular bridges, and keratin pyronin- 
positive. Condensation of pyronin-stained 
substance in subkeratinous layers. Methyl 
green-pyronin; mag. X 900. 
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Fig. 4—Psoriasis. 
Epithelial nuclei, pyk- 
noses, and microabscess 
Feulgen-positive. Feulgen 
stain counterstained with 
light green; reduced 
about 8% from mag. 
X< 300. 


treated with ribonuclease some keratin 
staining persists (Fig. 6). This indicates 
that not all of this staining is due to RNA. 

Lesions with granulosis, e. g., lichen 
planus or callus, show that keratohyalin is 
pyronin-negative, i. e., it does not contain 
RNA. Enveloping the keratohyalin gran- 
ules there is a condensation of pyronin- 
positive material which reacts’ with 
ribonuclease in the same manner as keratin. 
This condensation of pyronin-stained sub- 
stance also is visible in the analagous “kera- 
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Fig. 8.—Psoriasis. Intense SH staining through- 
out the epidermis and particularly in the para- 
keratotic stratum. DDD stain; mag. X 150. 


togenous’”’ zone of parakeratoses (Fig. 7). 

Figure 7 also reveals pyronin staining 
of the intercellular bridges. Ribonuclease 
inhibits this stain. 

Sulfur Groups.—Figures 8 and 9 illus- 
trate the intensive DDD staining of the 
epidermis and the parakeratotic layers. This 
staining indicates a high thiol content of 
the tissues. In both figures the keratin is 
more strongly stained than the cellular lay- 
ers. The somewhat increased staining of 
thioglycolate-treated sections (Fig. 9) rep- 
resents the total sulfur content of the tis- 
sues, i. e., it shows the original SH groups 
as visualized in Figure 8 and the additional 
SH obtained by the reduction of original 
SS groups. In the parakeratotic layers 
more SS groups appear reduced to SH 
groups than in the viable epidermis. 





Of other structures the cell membranes, 
the intercellular bridges and nodes, and the 
nucleoli are stained by DDD. A more in- 
tensely stained “keratogenous zone”’ replaces 
the normal granular layer. After treatment 
with thioglycolic acid all DDD-positive 
structures show darker staining. By con- 
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Fig. 9—Psoriasis (same biopsy specimen as in | eVé 
Fig. 8). SH _ staining of both epidermis and 


keratin, moderately increased in comparison with - 
Figure 8, DDD stain after thioglycolic acid; mag. 
X 150. nol 
trast, after the blocking of the DDD reac- der 
tion with ethyl maleimide there _ is “ 
considerably less or no staining of these | 
: : les' 
structures. 
- : alsi 
Nuclear material, whether normal or eg 
pyknotic, is DDD-negative, and so are the W; 
keratohyalin granules. sa 
The results obtained with Goraori’s alde- we 


hyde fuchsin correspond, on the whole, to] pe 
those obtained with DDD and thus tend to 


tio 

confirm the findings observed with Barrnett} ¢,, 
and Seligman’s method. apt 
lur 

Comment ( 


In demonstrating SS through its conver- | the 
sion to SH parakeratin was found to con- | am 
tain relatively less SS than normal keratin. lul: 
In contrast, its SH content is higher than} He 
normal, as was already mentioned above. wh 

An interpretation of these findings should + 
preferably be based on quantitative observa- | cyt 
tions. If photometric methods would confirm 
the relative diminution of SS in para-] =° 
keratoses, then the conclusions of van Scott] the 
and Flesch (above) would not apply tof wit 
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these conditions. In that case it would be 
more likely that during the rapid formation 
of parakeratin the normal dehydrogenation 
of SH is considerably reduced. Conse- 
quently, the high glycogen content of the 
parakeratotic epidermis could be respon- 
sible, in some measure, for the low dehy- 
drogenase level, and a direct relationship 
between epidermal glycogen and parakera- 
tosis would appear likely. 


~ 


Besides the pathological ratio of SH to 
SS, another abnormal characteristic of para- 
keratosis was re,ularly observed, namely, an 
appreciable content of carbohydrates in the 
pyknotic nuclei, Small clumps of mucopro- 
tein are sometimes irregularly scattered 
through the parakeratotic layers, but these 
clumps are inconstant and uncharacteristic. 
The carbohydrates of the pyknoses, how- 
ever, are constant and typical and are of a 
well-organized appearance. 

The normal nuclei of the epidermis do 
not stain with PAS. Carbohydrates are only 
demonstrable in the intercellular bridges and 
in Bizzozero’s nodes, particularly in thick 
skin (Dupré, Montagna).+ In parakeratotic 
lesions the intercellular bridges and nodes 
also show diastase-fast PAS staining, but 
they stain rather weakly and not regularly. 
With Alcian blue, hyaluronidase-labile acid 
mucopolysaccharides (i. e., hyaluronic acid) 
were regularly and clearly demonstrated in 
the intercellular spaces. However, the deriva- 
tion of the carbohydrates of the pyknoses 
from the intercellular mucopolysaccharides 
appears unlikely, since the former are hya- 
luronidase-resistant mucoproteins. 





Controlled staining for RNA revealed 
these substances not only in the cytoplasm 
and in the nucleoli but also in the intercel- 
lular structures and in the parakeratin. 
However, in view of the various factors 
which sometimes interfere with the speci- 


+ With thionine dyes, e. g., toluidine blue, the 
cytoplasm of the epidermal cells often shows weak 
metachromasia which is suggestive of mucopoly- 
saccharides. However, this metachromasia more 
likely is due to RNA (Swift), since mucoids of 
the epidermal cytoplasm cannot be demonstrated 


with PAS. 
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ficity of pyronin staining (fixation, pH, 
differentiation, brand of ribonuclease 
[Swift, Pearse, Montagna et al.]) these re- 
sults require further confirmation. Photo- 
metric evaluation of these findings might 
prove useful for the determination of an 
increase of RNA in parakeratotic lesions. 
Incidentally, such an increase would seem 
quite possible, since rapid cellular activity 
is always associated with a high RNA con- 
tent of the tissues (Leslie). 

Perhaps the intense pyronin staining of 
the cytoplasm which envelops the kerato- 
hyalin, already mentioned by Montagna, 
also indicates a high rate of metabolic ac- 
tivity in this “keratogenous” zone. How- 
ever, the keratohyalin granules themselves 
do not stain with pyronin. Also, they do 
not take any other of the histochemical 
stains except toluidine blue. This applies 
to small foci of keratohyalin in parakera- 
toses as well as to the abundant keratohyalin 
of hyperkeratoses, e. g., callus or lichen 
planus. In contrast to findings on normal 
skin (Montagna), the keratohyalin of hy- 
perkeratoses and parakeratoses also shows 
no affinity for PAS (or Alcian blue and 
Gomori’s aldehyde fuchsin). In_ other 
words, this keratohyalin does not contain 
SH, SS, glycogen, mucoids, or nucleic 
acids, and, therefore, insofar as the named 
substances are concerned, its role in kera- 
tinization remains obscure. 

Finally, another negative characteristic of 
the parakeratotic layer might be mentioned 
separately, namely, its lack of glycogen. In 
contrast to the usually abundant glycogen of 
the viable epidermis of parakeratotic lesions 
(Braun-Falco, Steiner) the parakeratinous 
layers do not contain a diastase-labile, PAS- 
positive substance. This disappearance of 
the glycogen still remains an open problem. 


Summary 


Parakeratosis is characterized not only 
by a higher than normal content of sulfhy- 
dryl but also by a relatively low disulfide. 
The pyknotic nuclei of parakeratoses regu- 
larly contain appreciable amounts of carbo- 
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hydrates. Small clumps of mucoprotein 
are scattered through the parakeratotic 
stratum. In contrast to the Malpighian lay- 
ers, parakeratin does not contain glycogen. 
However, it shows some ribonucleic acid. 

With Alcian blue, hyaluronic acid can be 
demonstrated in the intercellular structures 
of parakeratotic epidermis. Keratohyalin, 
wherever focally present in parakeratoses, is 
free not only from sulfhydryl, disulfide, 
and nucleic acids but also from carbohy- 
drates. 


Dermatology Section, Veterans’ Administration 
Hospital (9). 


REFERENCES 


1. Barrnett, R. J.: The Histochemical Distribu- 
tion of Protein-Bound Sulfhydryl Groups, J. Nat. 
Cancer Inst. 13 :905-925, 1953. 

2. Barrnett, R. J., and Seligman, A. M.: Histo- 
chemical Demonstration of Sulfhydryl and Disul- 
fide Groups of Protein, J. Nat. Cancer Inst. 14: 
769-803, 1954. 

3. Braun-Falco, O.: Histochemische und mor- 
phologische Studien an normaler und pathologisch 
veranderter Haut, Arch. Dermat. u. Syph. 198: 
111-198, 1954. 

4. Dupré, A.: Etudes histochimiques de la 
peau humaine: II. Les Espaces intercellulaires (E. 
I. C.), Ann. dermat. et syph. 80:490-500, 1953. 

5. Foraker, A. G., and Wingo, W. J.: Histo- 
chemical Studies of Skin: Localization of Dehy- 
drogenase Activity; Protein-bound Sulfhydryl 
and Disulfide Groups, A. M. A. Arch. Dermat. 72: 
1-6, 1955. 

6. Foraker, A. G., and Wingo, W. J.: Succinic 
Dehydrogenase Activity, Protein Bound Sulfhydryl 
and Disulfide Groups in Squamous Cell Carcinoma 
of the Skin, Surg. Gynec. & Obst. 101 :346-352, 
1955. 

7. Foraker, A. G., and Wingo, W. J.: Senile 
and Seborrheic Keratoses: Localization of Suc- 
cinic Dehydrogenase, Protein-Bound Sulfhydryl, 
and Disulfide Groups, Am. J. Path. 32:521-533, 
1956. 

8. Giroud, A., and Leblond, C. P.: The Keratin- 
ization of Epidermis and Its Derivatives, Especially 


A, M. A. ARCHIVES OF DERMATOLOGY 


the Hair, as Shown by. X-Ray Diffraction and 
Histochemical Studies, Ann. New York Acad. 
Sc. 53+613-626, 1951. 

9. Hollander, A.; Sommers, S. C., and Grim- 
wade, A. E.: Histochemical and Ultraviolet 
Microscopic Studies of Chronic Dermatoses and 
the Corium Membrane, J. Invest. Dermat. 22 :335- 
348, 1954. 

10. Lapiére, S.: Les Substances a fonction 
sulfhydrile dans la peau normale et dans divers 
états pathologiques cutanés, Arch. belges dermat. 
et syph. 3:176-186, 1947. 

11. Leslie, I.: The Nucleic Acid Content of Tis- 
sues and Cells, in The Nucleic Acids: Chemistry 
and Biology, edited by E. Chargaff and J. N. 
Davidson, New York, Academic Press, Inc., 1955, 
Vol. 2, Chap. 16, p. 44. 

12. Magnus, I. A.: Observations on the Thiol 
Content of Abnormal Stratum Corneum in 
Psoriasis and Other Conditions, Brit. J.. Dermat. 
68 :243-251, 1956. 

13. Montagna, W.: The Structure and Function 
of Skin, New York, Academic Press, Inc., 1956. 

14. Pearse, A. G. E.: Histochemistry: Theo- 
retical and Applied, Boston, Little, Brown & Com- 
pany, 1953. 

15. Percival, G. H., and Stewart, C. P.: On the 
Sulfhydryl-Containing Constituent of the Epi- | 
dermis and Its Relationship to Melanogenesis and 
Keratinization, Brit. J. Dermat. 42:215-229, 1930. 

16. Scott, H. R., and Clayton, B. P.: A Com- 
parison of the Staining Affinities of Aldehyde- 
Fuchsin and the Schiff Reagent, J. Histochem. 1: 
336-352, 1953. 

17. Steiner, K.: A Histochemical Study of 
Epidermal Glycogen in Skin Diseases, J. Invest. 
Dermat. 24:599-618, 1955. 


18. Swift, H.: Cytochemical Techniques for 
Nucleic Acids, in The Nucleic Acids: Chemistry 
and Biology, edited by E. Chargaff and J. N. 
Davidson, New York, Academic Press, Inc., 1955, 
Vol. 2, Chap. 17, pp. 51-92. 

19. Van Scott, E. J., and Flesch, P.: Sulfhydryl 
Groups and Disulfide Linkages in Normal and 
Pathological Keratinization, A.M.A. Arch. 
Dermat. & Syph. 70:141-154, 1954. 


20. Zingsheim, M.: 1-(4-Chlormercuriphenylazo)- 
Naphthol-2 zur Darstellung der Sulfhydrylgruppen 
bei Psoriasis, Ztschr. Haut-Geschl.-Krkh. 17 :71- 
72, 1954. 





UM 





ind 


ad. 


m- 
let 
ind 


35- 


of 
est. 


for 
stry 


955, 


dryl 
and 
rch. 


z0)- 
ypen 
:71- 





Correspondence 


ATOPIC DERMATITIS 


To the Editor: In the article entitled “Physiologic Studies in Atopic Dermatitis (Dis- 
seminated Neurcdermatitis): II. The Effect of Denervation on the ‘Delayed Blanch 
Phenomenon,’’’ iy Dr. Heller, Dr. Dobson and myself, published in the A. M. A. ARCHIVES 
oF DERMATOLOGY 75 :228-229 (Feb.) 1957, we unintentionally failed to give printed recogni- 
tion of priority to Dr. Stephen Rothman and Dr. Robert E. Bloom for a study similar to 
our Experiment 4 (brachial plexus nerve block) and to Dr. Brian Russell and Dr. S. L. Last 
for their work wherein they observed that a cervical sympathetic block with procaine did not 
eliminate the white dermographism in Besnier’s prurgio. 

Dr. Rothman presented this material in his discussion of a paper by R. G. Weber, G. M. 
Roth, and R. R. Kierland, entitled “Further Contributions to the Vascular Physiology of 
Atopic Dermatitis” and published in the Journal of Investigative Dermatology 24:30 (Jan.) 
1955. He stated therein: “The white line on stroking can be produced with the same 
intensity in denervated areas as in normally innervated skin. Dr. Bloom carried out some 
experiments in our clinic pertaining to this point on atopics. He interrupted all nervous 
pathways by block anesthesia of the brachial plexus on one side and applied pressure and 
acetylcholine stimulation to both sides simultaneously. There was no difference between 
responses on the normal and blockaded side. . . .” 

Dr. Russell’s and Dr. Last’s observations were recorded as a portion of their excellent 
report “Besnier’s Prurigo: Observations on Abnormal Cutaneous and Central Nervous Reac- 
tions,” published in the British Journal of Dermatology 67 :65-72 (Feb.) 1955. 

We sincerely regret these omissions. 


Watter C. Lositz Jr., M.D. 
Hitchcock Clinic 
Hanover, N. H. 


PIGMENTATION IN ALOPECIA TOTALIS 


To the Editor: I have been treating many patients who have been afflicted with alopecia 
areata, totalis, and universalis. The method of therapy previously described by me (Alopecia 
Areata, Partialis, and Totalis: Treatment with Cortisone, Hydrocortisone, and Their Analogs, 
Prednisone and Prednisolone, Medical Times, October, 1956) is the cautious and regular use 
of corticosteroids, commencing with cortisone and hydrocortisone, and more recently the use 
of prednisone, prednisolone, and methyl prednisolone (Medrol). 


I have been supplementing the above therapy with weekly and subsequently biweekly in- 
jections of zinc corticotropin, which is given simultaneously to prevent the suppression of 
adrenal gland activity. 


I have observed that in a large majority of alopecia totalis patients there is a pallor and 
deficiency of normal pigmentation of the scalp and face. As the corticosteroid-corticotropin 
therapy continues, the growth of scalp hair is accompanied by gradual return of pigment to 
the face, scalp, and new hair, which commences to grow originally without pigment. 

Harris and Lerner (Amino Acid Sequence of the a-Melanocyte-Stimulating Hormone, 
Nature, London 179 :1346-1347 [June 29] 1957) describe the isolated melanocyte-stimulating 
polypeptides of the posterior lobes of the pig pituitary glands. In a recent study the authors 
reported the elucidation of amino acids in the sequence of a-melanocyte-stimulating hormone. 
They have found that the 13 amino acids that these hormones contain are identical to the 
13 amino acids in corticotropin and are also present in exactly the same sequence as in 
corticotropin. The structure of the $-melanocyte-stimulating hormone differs from that of 
the a-melanocyte-stimulating hormone, but its polypeptide contains most of the amino acids 
in the same sequence as in a-melanocyte-stimulating hormone and corticotropin. Since in the 
treatment of alopecia totalis I have been using corticosteroid and corticotropin, with sub- 
sequent increase of pigmentation of the face and neck, I suggest that further experimental 
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studies should be conducted to determine the role of the corticosteroid and corticotropin in 
the stimulation of the melanocyte to produce cutaneous pigmentation. 

Kopf and Orentreich (Alkaline Phosphatase in Alopecia Areata, A. M. A. ARCH DERMAT. 
76 :288-295, 1957) have ‘described the diminution of alkaline phosphatase activity in the hair 
papilla during the early stage of alopecia areata. In the intermediate stage, the alkaline 
phosphatase activity is testored, and in the late stages the alkaline phosphatase activity has 
become intensely active.; 

The possible relatiohship between melanocyte formation, alkaline phosphatase, corticos- 
teroids, and corticotropin should be explored. The disturbance of hair growth may also have 
an attachment to pigment metabolism. 

Irwin I. Lusowe, M.D. 
Assistant Clinical Professor, 
Department of Dermatology, 
New York Medical College, 
Metropolitan Hospital and the 
Medical Center. 

667 Madison Ave. 

New York 21 





Correction 


Through error, the names of the writers of the obituaries appearing in the April issue of 
the Archives were omitted. Dr. John H. Lamb, Oklahoma City, wrote the obituary of Onis 
George Hazel, M.D.; Dr. Thomas B. Turner, Baltimore, the obituary of Joseph Earle Moore, 
M.D., and the late Dr. Francis E. Senear, the obituary of Edward Allen Oliver, M.D. 
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Obituaries 


NELSON PAUL ANDERSON, M.D. 
1899-1957 


In the premature death of Dr. Nelson Paul Anderson on Dec. 1, 1957, the 
medical profession has lost one of its more illustrious and dedicated leaders. 
The first of two attacks of coronary thrombosis had occurred the previous day. 
This shocking news had an additional impact on the dermatologic world, since 
Dr. Anderson was scheduled to preside eight days later over the sessions of the 
American Academy of Dermatology and Syphilology. Survived by his wife 
Dorothy; by a daughter, Maryanna, a student at the University of Southern 
California, and by a son, Paul Dederick Anderson, who is a student at North- 
western University School of Medicine, Dr. Anderson is also mourned by a host 
of friends. 

Dr. Anderson was born in Galva, Ill. on Oct. 2, 1899. He attended Kewanee 
High School, Kewanee, Ill., and later the University of Chicago, from which 
he graduated with a B.S. degree. Undergraduate medical training at Rush 
Medical College earned him the degree of Doctor of Medicine in 1926. His 
scholastic ability was recognized by election to Phi Beta Kappa and to Alpha 
Omega Alpha fraternities. An internship at Cook County Hospital, including 
two months on the dermatologic service of Drs. Oliver and Finnerud, occupied 
the years 1925 to 1927. From July 1, 1927, to April 1, 1930, he was enrolled 
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under Dr. George Miller MacKee in the Division of Dermatology at the New 
York University Post-Graduate Medical School and Hospital. It was here that 
he came under the influence of several excellent teachers, including Dr. Fred 
Wise, considered by many to be the outstanding dermatologic clinician of his day. 
There is no doubt that his admiration for Dr. Wise had a distinct influence on 
Dr. Anderson’s career. In his turn, Dr. Anderson became one of the best read 
and most astute clinicians of our time. Dr. David Satenstein, a provocative 
teacher and an original thinker, stimulated his interest in dermatopathology, a 
subject in which Dr, Anderson became unusually proficient and to which he was 
devoted. During his stay in New York, Dr. Anderson was a preceptee of Dr. 
Joseph Jordan Eller and was also attached to Cornell University Medical College. 
Friendships developed with fellow students such as Dr. Everett Fox and Dr. 
Anthony Cipollaro, and these endured over the years. Dr. Anderson became 
a Diplomate of the American Board of Dermatology on June 11, 1934. His 
grades were among the highest of any candidate for Board certification. 

In 1930, Dr. Anderson began the practice of dermatology in association with 
Dr. Samuel Ayres Jr.; this arrangement was later terminated by mutual consent. 
Dr. Ayres remained a close friend. 


Dr. Anderson was on the staff of the College of Medical Evangelists from 
1930 to 1942. He then joined the University of Southern California School of 
Medicine, where, in 1946, he became Clinical Professor of Medicine in Derma- 
tology. Since 1930, he had been a member of the Staff of, the Los Angeles 
County Hospital, being Chief of Staff for Dermatology in 1947. 

Dr. Anderson’s publications numbered approximately fifty. One of his out- 
standing papers on cysts and sinuses followed many months of work in which 
he reviewed every histologic slide showing any skin attached on file at the Los 
Angeles County Hospital. Many of his literary contributions were the result of 
astute observations, and his writings were always carefully documented. 

Some idea of his contributions to organized medicine and an estimate by 
colleagues of his standing may be surmised by the numerous responsible posts 
to which Dr. Anderson was elected. He was president of the Los Angeles 
Dermatologic Society in 1936; secretary (1938) and president (1940) of the 
Section on Dermatology and Syphilology of the California State Medical Asso- 
ciation; secretary (1941-1946) of the Section of Dermatology of the American 
Medical Association and Chairman, in 1947, and vice-president of the Society 
for Investigative Dermatology, in 1951. Elected to the American Dermatological 
Association in 1935, Dr. Anderson participated actively in the scientific sessions, 
and he was currently serving on the Research Aid Committee and was a member 
of the Board of Directors. He was an honorary member of the Venezuelan 
Dermatologic Society and a corresponding member of the Swedish Dermatological 
Society. Since 1952 Dr. Anderson had served as a member of the Editorial 
3oard of the A. M. A. Arcuives or DermMatoLocy. As would be expected, his 
profound knowledge of the medical literature of the world and traits of discern- 
ment and good judgment were put to good use. 

His service as member and director of the American Board of Dermatology 
extended from Oct. 23, 1947, to June 5, 1957, and he was elected vice-president 
in 1953 and president in 1954. His election to the Board was considered by him 
to be one of his greatest honors but also one of his greatest responsibilities. His 
examination assignment at first was in clinical dermatology, but after Dr. Fred 
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Weidman retired from the Board Dr. Anderson examined in pathology. He had 
an objective point of view which assured each and every candidate a fair test 
and also provided the Board with a reliable estimate of the candidate. In Board 
discussions he was not rigidly insistent for his point of view, but his opinons 
were respected, since they reflected careful analysis and mature judgment. He 
put so much of himself into the Board meetings and examinations that he was 
literally exhausted at their termination. His services to the Board were still being 
utilized as a member of the conjoint Residency Review Committee. His friend 
and ardent admirer Dr. J. Walter Wilson was elected this year to succeed him 
on the Board. This pleased Dr. Anderson for personal reasons and also because 
this maintained a representative from the Pacific Coast region, for which he was 
always an enthusiast. 

The American Academy of Dermatology was close to his heart. He believed 
in its democratic procedures and in its objectives and was proud of its achieve- 
ments. He contributed to the success of this organization in countless ways, as a 
perusal of its programs over the years will partially disclose. If he did not have 
a conflicting assignment, he often enrolled in courses, reflecting his keen interest 
in all phases of Dermatology, because he was inquisitive in regard to teaching 
techniques and also to ascertain whether students actually were getting the superior 
instruction that is the aim of the Academy. His interest in and contributions toward 
the success of the Pathology panel were especially noteworthy. An innate modesty 
was never better exemplified than in his failure to submit for publication a 
number of papers he delivered in symposia. A paper from Dr. Anderson would 
always occupy weeks in preparation and would include the results of intensive 
library research, and it would often summarize and classify existing knowledge. 
For instance, his discussion on parapsoriasis at the 1950 session was a gem. 
Another presentation of uncommon interest and value on the therapy of seborrhea 
and seborrheic dermatitis was one of three papers delivered at the opening session 
in December, 1956, in which Dr. John T. Ingram and Dr. Walter C. Lobitz also 
participated. Regrettably, neither these papers nor others of equal value by Dr. 
Anderson were published. Dr. Anderson served two terms on the Board of 
Directors of the Academy, being elected in December, 1947, and again in 1955. 
The culmination of his efforts on behalf of the Academy was his well-merited 
election on Dec. 10, 1956, to be president. During this past year Dr. Anderson 
worked with zeal to fulfill his obligations, and he strove to make decisions that 
would reflect credit to the Academy. An idea of his discernment is given by his 
recognition of the long years of devoted service to the Academy by Dr. Clyde 
Cummer. The Board of Directors voted that Dr. Cummer be made an honorary 
member. In accepting this tribute at the first executive session of the Academy, 
on Dec. 9, 1957, Dr. Cummer read from a letter addressed to him by Dr. Anderson 
as follows: “My association with you in various capacities has been one which 
I shall always cherish and remember with gladness in my heart and joy in my 
soul.” Dr. Cummer stated the sentiment of many in the audience when he said 
that the same words could be used to express his feeling toward Dr. Anderson. 

Dermatology can ill afford to lose such a protagonist. He gave our profession 
sincere devotion. Never boastful, never aggressive, Dr. Anderson thought deeply 
and logically. He held to strict principles of behavior. He was consistently the 
student, primarily of dermatology, devoting at least two afternoons or evenings 
each week to literary work in the library of the Los Angeles County Medical 
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Association. He perused the literature of all specialties with an eye toward its 
overlapping with dermatology. He was a bibliophile and developed a wonderful 
personal library. Possessed of a phenomenal memory, he acquired an encyclopedic 
knowledge of dermatologic literature. He became well informed regarding the 
minor as well as the major contributors to our specialty and was especially inter- 
ested in the young research worker. Those present at the 1957 meeting of the 
American Dermatological Association will not forget the friendly introduction 
of the winner of the essay contest or Dr. Anderson’s later discussion of the paper 
which reflected his inquisitiveness and also a kindly desire to help the presenter, 
since a technical paper of this type would not ordinarily attract wide discussion. 
Not only among his colleagues in Los Angeles was Dr. Anderson considered 
preeminent as a clinician. He found time in March, 1957, to attend, as guest 
speaker, the Post-Graduate Assembly, in New Orleans, and in September he 
participated in a postgraduate course in Dermatology at Stanford University, 
San Francisco. To his regret, many other invitations had to be refused. 

To those privileged to know Andy as a friend, his departure from this life 
leaves a void not to be filled. Kind, tolerant, unselfish, and generous, his keen 
mind tempered by an understanding nature, always the epitome of graciousness, 
he was beloved not only by his family, to whom he was devoted, but by colleagues, 
associates, and patients alike. Andy combined so many virtues that his memory 
truly remains an inspiration and his life an example for the next generation to 
follow. 

Georce M. Lewis, M.D. 


APPRECIATION 


. But it is not as “Dr. Anderson” that many of us who loved him will miss 
him most; it is as “Andy,” from whom anyone who was writing a paper on a 
subject pertaining to dermatology could always expect several little personal notes 
concerning suggestions or obscure references he had ferreted out which would 
have otherwise consumed many hours of library time; “Andy,” who always found 
time to lend a helping hand and sober thought to anyone trying to organize or 
augment anything which seemed good for dermatology; “Andy,” who was no 
less than the ultimate Guiding Star of so many of us here in the West; “Andy,” 
the wonderful friend to whom we looked for comfort and advice on so many 
problems and who can never, never be replaced. 


J. Water Witson, M.D. 

(From the Proceedings of the Ninth 
Annual Meeting of the Pacific Der- 
matological Association. ) 
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On Rostrums Here and There 
—In May, Stephen Rothman will visit Japan to lecture and to participate in conferences. I saw 
the announcement in the Japanese Journal of Dermatology but could not read it, and I subse- 
quently learned that Rothman is to deliver the first Dohi Memorial Lecture in Nigita, May 24, 
at the annual meeting of the Japanese Dermatological Association; the subject: “Keratiniza- 
tion and Keratinization Anomalies.” The lectureship was established, at the suggestion of Tom 
Fitzpatrick, by Drs. K. Kitamura and T. Kobori, of Tokyo, to honor the memory of Professor 
Keizo Dohi, the founder of Japanese dermatology, and to provide for discussions between 
Japanese and foreign dermatologists in order to promote progress in dermatology. 
—Walter Lobitz Jr., Hanover, N. H., delivered the William Allen Pusey Lecture of the 
Chicago Dermatological Society, Wednesday, March 19; the subject: “An Anecdote of an 
Agnostic Allergist”—a somewhat autobiographical account. 
—Richard Winkelman, Rochester, Minn., participated in the second Conference on Progress 
and Potentials in Leprosy Investigations, at Carville, La., March 4, a meeting at which a 
variety of scientific disciplines were represented. His report was on Cutaneous Nerves in 
Leprosy. Since I was in New Orleans for their excellent Medical Assembly, I had looked 
forward eagerly to attending this meeting, too, but a virus had other ideas and prevented me 
from learning at first hand that to this day “no one knows how to grow the bacillus, how to 
kill it with bactericidal drugs, or how to transmit it—that almost all patients who die of 
leprosy at Carville have some evidence of amyloidosis whereas formerly they died of inter- 
current infections, and generally, the immediate cause of death is uremia, due to amyloid 
deposition in the kidney—a tracheotomy has not been necessary since sulfone therapy, it used 
to be commonplace.” 
—At the meeting of the Illinois State Medical Society, May 22, Anthony C. Cipollaro, 
New York, will address the general assembly on x-ray therapy. Sam Zakon, President of the 
Section on Dermatology, will speak of James Nevins Hyde, Pioneer Chicago Dermatologist. 
Fred Szymanski will discuss a paper by Henry Grinwalsky on Some Aspects of Dermato- 
pathology in a General Hospital, and, in addition, there will be two panel discussions, one on 
Diseases of the Scalp, with James Herbert Mitchell as moderator, and the other on Light- 
Sensitive Dermatoses, with me as moderator. Irene Newhouser, Allan Lorincz, Harold 
Shellow, and Julius Ginsberg, all of Chicago, will “panelize” the former; Otto Stegmaier, 
Davenport, Iowa; Jerome Sickley, La Salle, Ill, and Arthur Shapiro, Chicago, will make up 
the latter panel. 





The present Committee on Occupational Dermatoses of the A.M.A. consists of Don 
Birmingham, Chairman; Frank C. Combes; A. Fletcher Hall; James W. Jordan; George 
Morris; Ray O. Noojin, and Leonard Weber. 


John Lamb reports that he has had under observation a new wetting agent which has 
functioned consistently for 15 months—his first grandchild. 





There have been several advertising blurbs recently extolling the virtues of various pro- 
prietary preparations with claims based on evidence supplied by dermatologists in personal 
communications, not published articles. Perhaps, as the practice is justifiably open to question, 
we should dig up and paraphrase that old chestnut, “do right and fear no man, don’t write 
and fear no woman.” 





The puffery boys are reaching new heights. You can now tranquilize a skin with Tran- 
quilease cream for an outlandish sum; you can “wake up weary skins” with Skintalizer cream. 





The San Francisco Dermatological Society extends a cordial invitation to all dermatologists 
attending the annual convention of the A. M. A. in San Francisco, in June, to attend a cocktail 
party. R. S. V. P.’s would make things much easier for the secretary, Ralph T. Behling, 
120 St. Matthews Ave., San Mateo, Calif., to set a time and date. 





In the mail: “Will you please send me the name of the best dermatologist in Chicago.” 
H. R. 
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Society Transactions 


CHICAGO DERMATOLOGICAL SOCIETY 


Adolph Rostenberg Jr., M.D., President 
Samuel M. Bluefarb, M.D., Secretary 
April 17, 1957 


Nevus Unius Lateris. Presented by Dr. THE0- 

DORE CORNBLEET. 

A native of Lithuania has had since birth a 
linear formation on his left side. 

The formation traverses the length of the 
sternum, parallels the clavicle, and thence threads 
its way down the anterior surface of arm, forearm, 
wrist, and palm to the tip of the thumb. Posteriorly, 
the line runs along the upper border of the scapula. 
A narrow space of normal skin over the posterior 
part of the shoulder separates the anterior and 
posterior elements. The lesions are verrucous and 
papilliform, of a dirty grayish color, surmounted 
by a keratolytic surface. The average width of 
the excrescences is about 1 cm. 

Some areas have been treated, with resultant 
scarring and flattening. There are no subjective 


symptoms. 


Discussion 


Dr. STEPHEN ROTHMAN: I wonder if the sur- 
rounding redness represents hemangiomatous pro- 
liferation. 

The linear nevus of the clavicular region has the 
shape of an S, and, as Siemens has emphasized, 
this shape does not correspond to any peripheral 
nerve distribution or to a dermatome. The results 
after excision shown here are much better than 
those after cauterization. 

Dr. Otto STEGMAIER, Davenport, Iowa: Dr. 
O’Leary always instructed us to excise the nevus 
unius lateris. I never realized the importance of 
his teaching until I tried to remove it by other 
means. 

Dr. A. H. SLepyAN: I am very glad to hear 
Dr. Rothman mention the angiomatous features 
associated with pigmented nevi in their early phase. 
In consultation at the Lake Forest Hospital I saw 
an infant with a widespread nevus involving the 
entire lower part of the body and the lower ex- 
tremities. The lesion was dusky red in color, and 
only after a few days was there evidence of 
darkening of the eruption. By the end of three 
weeks, the entire area had lost its redness and was 
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now definitely pigmented. We frequently see this 
phenomenon in infants referred to our hemangioma 
clinic. After widespread lesions with an angioma- 
tous element are seen for several weeks, the pig- 
mentation becomes obvious. 

Dr. THEODORE CoRNBLEET: We had unsatisfac- 
tory results treating large pigmented nevi with 
destructive methods, such as carbon dioxide snow. 
Besides, these lesions infrequently become malig- 
nant. Modern plastic surgery is so much more 
satisfactory as a treatment of them. My patient’s 
lesions would lend themselves well to this method. 
They occur as a narrow band; this can be excised, 
and its edges can be pulled together. 

Dr. RotrHMAN: The correct Latin term is nevus 
unius lateris. “Lateralis” is wrong. 


Dermatitis Medicamentosa: Meprobamate Ich- 
thyosis (?). Presented by Dr. THEODORE 
CoRNBLEET and (by invitation) Dr. VINCENT 
DERBES. 


A 40-year-old white woman has had ichthyosis 
since birth. In recent months she has become 
increasingly nervous, and on April 2, 1957, mepro- 
bamate was prescribed in a dosage schedule of 
400 mg. t. i. d. One week after starting this she 
began to itch, especially in the neck, arms, and 
chest. She continued the medicine, and the pruritic 
areas became erythematous. She realized that the 
condition was becoming worse, and she discon- 
tinued the meprobamate on April 14. When seen 
on April 16, she had improved strikingly, although 
there was still a definite erythema of the arms 
on the fiexor surfaces, as well as erythema of 
the neck. Previously reported cases (Falk, M. S.: 
Allergic Reaction to Meprobamate, A. M. A. 
ArcH. Dermat. 75:435 [March] 1957; Levan, 
N. E.: Meprobamate Reaction, A. M. A. ArcH. 
Dermat. 75:437-438 [March] 1957) have stressed 
the predilection of the rash for the intertriginous 
areas. Perhaps the ichthyosis has-determined the 
distribution in the present case. 

She was asked to take a single tablet of mepro- 
bamate this morning to intensify the lesions, which 
are now fading rapidly. 
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Discussion 


Dr. STEPHEN ROTHMAN: The correct diagnosis 
in this case is congenital ichthyosiform erythro- 
derma and not ichthyosis vulgaris. The condition 
was present at birth; it involves palms and flex- 
ures; there is an indication of ectropium, and there 
are inflammatory signs. Consanguinity of parent- 
age indicates a recessive Mendelian trait, while 
ichthyosis vulgaris is dominant. 

Dr. SyLviA GRIEM (by invitation): Of interest 
here is the fact that this woman’s mother and 
father were first cousins. 

Dr. Stras WALLK: It is remarkable that a 
patient who has never taken meprobamate pre- 
viously may develop an eruption within two to 
three hours after taking a single tablet. One 
possible explanation is that these patients have 
ingested chemically related compounds, such as 
mephenesin. 

The localization of the meprobamate skin lesions 
is quite unusual in that pelvic girdle area, breasts, 
and flexor surfaces of the arms are involved in 
about 75% of the cases. The types of lesions we 
see are as follows: (1) urticarial with even 
angioneurotic edema; (2) nonthrombocytopenic 
purpura; (3) morbilliform, and (4) localized fixed 
drug type. 

Dr. VINCENT DerBES (by invitation): Actually, 
we have only a short acquaintanceship with this 
phase of the patient’s dermatological illnesses. 
She came in yesterday, and because of reports on 
reactions from this drug she was presented with- 
out more work-up. 

The eruption was prompt in onset and prompt 
in disappearance. Yesterday there was a rather 
marked erythema. Today, though she has taken 
a single tablet, the redness has completely dis- 
appeared. 

Dr. THEODORE CorRNBLEET: This patient has been 
studied a long time by various members of the 
attending staff at the University of Illinois Clinics. 
Dr. Derbes and I saw her yesterday, and we agreed 
with the diagnosis by others of ichthyosis. Be- 
cause the patient was agitated, she was given a 
meprobamate preparation. Her roughened skin has 
developed this erythematous dermatitis since her 
last visit. Because of the underlying ichthyosis, 
the complicated picture may not be clear at once 
to one seeing her for the first time. 


Leiomyoma Cutis. Presented by Dr. Sytvia F. 
GRIEM (by invitation). 


A 47-year-old white nurse noted the appearance 
of several flesh-colored nodules on the upper back 
approximately one year ago. Several smaller 
lesions have appeared on the neck, chest, upper 
back, and shoulders in recent months. These lesions 
are completely asymptomatic. 


In addition, she has radiodermatitis on the hands 
and a skin graft on the dorsum of the right hand. 
Radiation was administered elsewhere for a 
vesicular hand eruption from 1931 to 1942. 


On examination there are scattered, shiny, 
moderately firm, flesh-colored papules and nodules 
measuring 3 to 8 mm. in diameter on the back, 
shoulders, neck, forearms, and chest. These lesions 
do not contract when stimulated mechanically or 
by application of an ice cube. 


Laboratory data are noncontributory. 


Histological examination of a biopsy specimen 
taken from the chest reveals essentially normal 
conditions except for interlacing bundles of smooth 
muscle fibers throughout the midcorium. 


Discussion 


Dr. ALLAN L. Lortncz: A noteworthy feature in 
this case is that these lesions are entirely asympto- 
matic. Often patients with leiomyomata of the 
skin complain of episodic pain in the lesions under 
circumstances which normally elicit cutaneous 
smooth muscle contractions, such as exposure to 
cold or emotional excitement. Manipulation of the 
lesions may also elicit painful contraction in them. 
These tumors of smooth muscle in the skin may 
arise from pilomotor or vascular smooth muscle 
or possibly even from the myoepithelial tissue of 
the sweat apparatus. 

No destructive therapy of the lesions is neces- 
sary in the case under discussion because they are 
neither symptomatic nor cosmetically disfiguring. 

Dr. THEODORE CoRNBLEET: Most leiomyomas are 
painful to pressure. This woman’s lesions are not. 
When ice was held on them a while, they blanched 
for a considerable period afterwards, while the 
surrounding skin reddened. Chilling, like pressure, 
did not evince pain. 


Scleredema Adultorum (?). Presented by Dr. 
JAMES WessteR, Dr. STANLEY HuFrF, and (by 
invitation) Dr. J. LAToNI. 


This 53-year-old patient has been hospitalized 
twice. The first time was in March, 1956, when 
the patient complained of weight loss, heat intol- 
erance, and a mass in the neck for about nine 
months accompanied by palpitations of four days’ 
duration. 


A diagnosis of hyperthyroidism was made, and 
the patient received radioactive iodine and propyl- 
thiouracil. 

The patient was readmitted on June 9, 1956, com- 
plaining of dyspnea and ankle edema. The basal 
metabolic rate at that time was +36 and +39. 

A month later she was discharged, with a diag- 
nosis of congestive heart failure and hyperthyroid- 
ism. 
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At this time she noticed some muscular stiffness 
and weakness of the shoulder, chest, arms, and 
back. 

A biopsy specimen is presented. 

Scleroderma (?). Presented by Dr. JAMES WEB- 
sTER, Dr. STANLEY Hurr, and (by invitation) 

Dr. Hassan M. YAzDI. 


This 40-year-old Negro male construction worker 
first developed swelling and mild erythema of the 
face last summer, and these symptoms gradually 
became worse. Two months later he developed 
gradual swelling of the fingers, hands, and upper 
chest. The skin of these areas became tight, and 
there was considerable limitation of motion and 
movement. 

A few months ago depigmented areas developed 
on the legs and upper chest. He has had difficulty 
swallowing solid food since last fall and has lost 20 
to 30 Ib. He has headaches in the frontal area and 
often feels sleepy before the headache starts. 

Since last fall, when the patient has been slightly 
chilled he has noted a prickly sensation in his 
hands associated with pain as well as blanching 
of the fingers. His hands always feel cool; he has 
frequent sore throats. 

Laboratory findings: hemoglobin 87%; white 
blood cell count 3800; serology negative; urine 
normal; sedimentation rate: 13 mm. in one hour. 

Chemistries: Nonprotein nitrogen 36 mg. per 
100 cc.; total protein 8.1 gm. per 100 cc., with 
albumin 4.9 and globulin 3.2. Cephalin flocculation 
2+; thymol turbidity 12.5 units; y-globulin 1.94 
gm. per 100 cc. 

Electrocardiogram : Normal. 

X-rays: Chest: Heart is markedly enlarged; 
lungs show minimal fibrotic changes compatible 
with scleroderma. Hands: Minute calcifications are 
noted in the soft tissues of the fingers. The esopha- 
gus is greatly dilated and empties slowly. There 
is diminished peristalsis. 

Biopsy specimens from skin and muscle are pre- 
sented. 


Discussion 


Dr. Henry E. MIcHELson, Minneapolis: A diag- 
nosis of scleredema of a patient whose condition 
has lasted for a long time is always jeopardous. 
I well realize that there is a wide variation in what 
people include under the title, but for my own 
part I consider this disease to begin acutely with 
fever and edema and then run a rather protracted 
course and disappear in from six weeks to three 
months. I thought that in this particular patient 
there was more evidence in favor of scleroderma 
than in favor of scleredema. 

One thing that impressed me in the second patient 
was the fact there was a very definite limitation 
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of motion in the shoulder girdle. In scleroderma, 
limitation of motion is due to fixation of the tissues ; 1 
and it begins in the small joints, not in the large 7 
joints as in this case. I am not prepared to refute | # 
the diagnosis, but I think that dermatomyositis 
should be considered. e 

One should look for two other diseases: purpura } a 
and amyloidosis. Once in a while amyloidosis will | b 
manifest itself just as in this case. } 


Addison’s Disease. Presented by Dr. THEODORE 
CoRNBLEET, Dr. SipNEY Barsky, and (by invi- 








tation) Dr. Martin L. GeEcut. 17 

This 46-year-old patient has a four-month his- i 
tory of asthenia, weight loss, nausea, vomiting, A 
somnolence, and increased pigmentation. On ad- d 
mission the patient had a striking hyperpigmenta- ti 
tion of the exposed areas, nail beds, and mucosal o 
surfaces. There was evidence of marked weight s 
loss, asthenia, and somnolence. The eyeballs were pi 


sunken, and the peripheral pulses, unobtainable. 
Heart tones were very distant, and the cardiac tc 


contour could not be delineated. The blood pres- | 
sure was 90/70. 62 

A flat plate of the abdomen failed to show 8: 
definite adrenal calcification, although a question- cc 


able calcification was seen in the right suprarenal | ¢ 
area. The patient is now being given maintenance | yp 
dosages*of cortisone and DOCA. al 

Laboratory findings: Hemoglobin 63%; red D 
blood cell count 3,560,000; white blood cell count | 
5050. Differential count: polymorphonuclear | j, 
leukocytes 39%, lymphocytes 42% and monocytes | 4 
19%. ce 

Blood chemistries: March 21, 1957: nonprotein | fe 
nitrogen 90 mg. per 100 cc.; potassium 4.9-6.2 | ¢ 
mEq. per liter; sodium 125 mEq. per liter; chloride 
98 mEq. per liter; creatinine 3.1 mg. per 100 cc.; } op 
CO: 26 mEq. per liter; glucose 110 mg. per 100 cc. 4% 
March 23, 1957: sodium 121 mEq. per liter ; potas- of 
sium 10 mEq. per liter; creatinine 2.6 mg. per w 
100 cc.; glucose 168 mg. per 100 cc. March 29, N 
1957: sodium 141 mEq. per liter; potassium 4.0 | p, 
mEq. per liter; creatinine 3.4 mg. per 100 cc.; in 
COz 46 mEq. per liter; glucose 107 mg. per 100 cc. } tr, 


Discussion 


Dr. STEPHEN ROTHMAN: In the Negro it must hy 
be rather difficult to diagnose Addison’s disease mi 
from pigmentation in the mouth. This is a common ac 
physiological manifestation in the Negro. Di 

Dr. SAMUEL W. BECKER JR.: This patient pre- | Pi 
sents pigmentation of the oral mucous membrane D. 
and of the creases of the palms. Pigmentation of 
the palmar creases would be abnormal in a white 
person, but it is normal in a Negro. Since we do 
not know the amount of buccal pigmentation this 
person had previously, we cannot say how much 
is due to Addison’s disease. be 
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The pigmentation of Addison’s disease is revers- 
ible if the condition is treated solely with cortisone. 
The sooner this therapy is begun, the better chance 
there is of regaining the normal complexion. 

Dr. ALLEN L. Lortncz: A small point of inter- 
est in connection with Addisonian pigmentation is 
an observation of Dr. Delbert Bergenstal a num- 
ber of years ago at the University of Chicago. 
He found that melanosis did not develop in patients 
in whom hilateral adrenalectomy had been per- 
formed for metastatic carcinoma of the breast as 
long as maintenance doses of cortisone alone were 
administered. However, when deoxycorticosterone 
(DOCA) was added to the maintenance regimen 
melanosis sometimes developed even though the 
dosage of cortisone was not changed. This observa- 
tion suggests that DOCA and cortisone may have 
opposing effects in regulating the amount of 
melanocyte-stimulating hormone released by the 
pituitary. 

Dr. STEPHEN ROTHMAN: It may be worth while 
to recall the situation which prevailed in the pre- 
cortisone era. Patients could be kept in perfectly 
satisfactory condition with deoxycorticosterone and 
salt. All manifestations of adrenal insufficiency 
could be controlled, but the hyperpigmentation per- 
sisted. It was thought that the hyperpigmentation 
might be of medullary and not of cortical origin, 
although the pathologists never agreed to that. 
Deep pigmentation did occur even when the adrenal 
medulla was intact. Today we know that the 
hyperpigmentation in Addison’s disease is due to 
a release of the pituitary MSH in consequence of 
cortical deficiency. This pituitary activity is ef- 
fectively suppressed by cortisone but not by deoxy- 
corticosterone. 

Dr. THEODORE CORNBLEET: Someone asked how 
one could detect hyperpigmentation in the Negro. 
This is generally not too difficult. An indefinable 
opacity develops with hyperpigmentation to contrast 
with what is seen normally in even the very dark 
Negro. My experience does not agree with Dr. 
Becker’s when he says that the hyperpigmentation 
in Addison’s disease slips away with cortisone 
treatment. We found it that persisted a long time, 
in spite of treatment. It has been said that the use 
of aldosterone is more effective for removing this 
hyperpigmentation. DOCA, like aldosterone, is a 
mineralocorticoid but is much less intense in its 
action. Perhaps that is why we have not found 
DOCA particularly effective for resolving excess 
pigmentation. 


Dermatitis Herpetiformis Under Treatment. 
Presented by Dr. THEODORE CORNBLEET, DR. 
Siras WALLK, and (by invitation) Dr. MARTIN 
L. Gecut. 


This 6-year-old child, presented last month, has 
been receiving 1.0 gm. of sulfapyridine, t. i. d., 


while in the Pediatric Hospital. In the early part 
of this past month he received cortisone in gradu- 
ally decreasing dosages. He did not receive any 
sulfapyridine for a few days, when sulfadiazine 
was substituted. The eruption, which had been re- 
solving, became severer again and at the present 
time is beginning to resolve again after the sulfa- 
pyridine was given once more. His blood cell 
counts have not appreciably changed during this 
month. : 

Findings on a biopsy performed showed a subep- 
idermal bulla. There was no evidence of urticaria 
pigmentosa. 


Discussion 


Dr. Henry E. MICHELSON, Minneapolis: Hav- 
ing had a patient with almost the identical condi- 
tion recently and at the same time taking care of 
a woman with herpes gestationis, I could not help 
but think how similar the two conditions were. I 
believe that the only monomorphous form of der- 
matitis herpetiformis that we deal with is in child- 
hood, and as a rule the 
satisfactory. 
Hemochromatosis (?). Presented by Dr. THEO- 

DORE CORNBLEET, Dr. SIDNEY Barsky, and (by 

invitation) Dr. Martin L. GEcHT. 

This 55-year-old patient has a megaloblastic 
anemia which is not a pernicious anemia. She is 
hypertensive and had a 3+ proteinuria and white 
blood cells in the urine on admission. She com- 
plains of chest pain, orthopnea, and dyspnea inter- 
mittently during the last several years. She stated 
that her skin has been getting darker during the 
past year, much more so since last Christmas. 
Prior to this darkening, she states, she had a very 
light complexion. She also complains of some pru- 
ritus and of a loss of axillary and pubic hair. 

Her past history includes hospitalization for total 
hysterectomy, in 1944, and two previous admissions 
for liver disease. 

Physical findings include a geographic tongue, 
hepatomegaly, and splenomegaly. She has had two 
previous liver biopsies, which were diagnosed as 
cirrhosis. The patient has been taking liver injec- 
tions. This patient has a history of alcoholism. 

Laboratory findings: Previous admissions show 
gastric acidity and free acid on histamine admin- 
istration. Liver biopsy shows fatty liver, with early 
cirrhosis and hemosiderosis (1951). 

Present admission: Bone marrow shows in- 
creased iron deposits and nonspecific abnormal 
marrow. Serum iron (normal 50ug. per 100 cc. to 
150ug.): 360ug. per 100 cc. (control 104ug. per 
100 cc.) and 307ug. per 100 cc. (control 108ug. 
per 100 cc.). Fasting blood sugar: 187 mg. per 
100 cc. and 168 mg. per 100 cc. Total protein: 
74 gm. per 100 cc. Icterus index: 12 units; 
cephalin flocculation: 0; thymol turbidity: 5 units. 


response is fairly 
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Discussion 

Dr. THEODORE CORNBLEET: In hemochromatosis 
and in other “metallic dermatoses” the exposed skin 
usually becomes hyperpigmented. 

Dr. SAMUEL W. BECKER JR.: There is a theo- 
retical explanation for the pigmentation of hemo- 
chromatosis. The sulfhydryl groups inhibit the 
enzyme tyrosinase. Most metals (gold, silver, iron, 


CHICAGO DERMATOLOGICAL SOCIETY 
May 15, 1957 


Juvenile Acanthosis Nigricans. Presented by 
Dr. THEODORE CORNBLEET, Dr. SIDNEY Barsky, 
and (by invitation) Dr. Martin L. GEcHT. 


A 15-year-old girl states that she has noted in- 
creased pigmentation and thickening about her neck 
for approximately 10 years. Similar areas are 
seen in the axilla, but the patient does not remem- 
ber when the hyperpigmentation and thickening in 
that area began. 

X-rays of the skull revealed no abnormalities oi 
the sella turcica. 

Biopsy specimen is presented. 


Discussion 


Dr. NorMAN TopstAs, St. Louis: I am not too 
sure that this is a case of benign acanthosis nigri- 
cans even though this girl is overweight. The 
lesions are too superficial, and the sections are not 
too typical. This girl has a seborrheic-like erup- 
tion on the face which is similar to the axillary 
lesions. I feel that the axillary eruption in this 
case is seborrheic in nature. 

Dr. IRENE NEUHAUSER: You may remember a 
patient I presented about one year ago who had 
pigmentation under the chin, on the back of the 
neck, and on the chest which had been originally 
diagnosed as acanthosis nigricans. Malassezia fur- 
fur was found in the lesions on the chest, and the 
patient was presented with a diagnosis of tinea 
versicolor with pigmentation. Further study of 
the organisms in the lesions under the chin and 
on the back of the neck proved that they were 
Pityrosporum orbiculare. These lesions have not 
responded to any therapy which is_ successfully 
used in infections of tinea versicolor. 

I examined scales from the lesions on this pa- 
tient’s face, and there were no organisms present. 
I think that these are lesions of seborrheic derma- 
titis. 

Dr. THEODORE CoRNBLEET: This patient may 
have a malignancy, but there is no evidence of it. 
She seems a healthy girl. She has the changes 
on the neck and in the axillae characteristic of 
acanthosis nigricans. It is remarkable how little 
one sees microscopically in the skin of persons 
with this condition, even in the most exaggerated 
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bismuth) will competitively combine with the sulf- 
hydryl groups; this releases the tyrosinase, result- 
ing in pigmentation. 
Multiple Pigmented Nevi. Presented by Dr. Davip Omens 
and (by invitation) Dr. Harotp Omens and Dr. J, 
Laton1. 


Pemphigus Vulgaris. Presented by Dr. Samuet BLUEFArs, 
Dr. Siras WALLK, and (by invitation) Dr. J. Laton1. 


cases, such as this. We have had two girls in the 
last several months with this disorder, and they 
both had marked examples of it. Microscopically 
the skin showed surprisingly little. 


Scleroderma Under Therapy with Relaxin. Pre- 
sented by Dr. SAMUEL BLUEFARB, Dr. SILas 
WALLK, and (by invitation) Dr. Martin L. 
GECHT. 

A 40-year-old woman dates the onset of this 
disease to 1942. At this time she noted that her 
fingers became white and numb during cold weather 
or when they were placed in cool water. This 
condition was persistent, becoming gradually worse, 
and in 1950 she began to notice changes in other 
areas of the skin of her hands, arms, and face 
which she described as hardness. In 1954 she had 
a normal pregnancy and delivery. Subsequent to 
this she developed ulcerations on the tips of her 
fingers. About one year later she noticed a tighten- 
ing of her lips and increased hardness of the skin 
about her hands, forearms, face, and mouth. In 
1956 esophageal changes were noted on x-ray 
examination. At this time she was given therapy 
with conjugated estrogenic substances (Premarin). 
During March, 1957, the patient was given relaxin 
therapy. At first she received 1 cc. of an aqueous 
solution two times daily. She then received 1 cc. 
of the repository solution daily and at the present 
time is given 1 cc. every other day. It is anticipated 
that this dosage will be reduced to 1 cc. every 
third day. We did not see her prior to the begin- 
ning of the present treatment, but the patient feels 
that her skin has become more soft and pliable 
since therapy with relaxin has been instituted. 


Discussion 


Dr. ALLAN L, Lortncz: We had experience with 
relaxin therapy in 1953 in one case of very far 
advanced scleroderma. Absolutely no therapeutic 
effect was obtained, and the patient died without 
any changes in the course of his rapidly progres- 
sive scleroderma. 

Dr. ApotpH ROosTENBERG JR.: I have had no 
experience with relaxin, but one should be very 
cautious about taking the patient’s word for im- 
provement in scleroderma because the patients 
grasp at any straw. We had a new treatment for 
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scleroderma some years ago. The patients were 
very enthusiastic for a few months, but we could 
not see any objective change. 


Case for Diagnosis: Epithelial Nevus; Lichen 
Striatus? Presented by Dr. Davin OMENS, (by 
invitation) Dr. Harotp Omens, and Dr. MarTIN 
L. GEcHT. 

The mother of this 3-year-old patient states that 
she first noted an eruption appearing on the pa- 
tient’s right wrist about two years ago. Other 
lesions have developed from time to time on the 
back and the upper arms. The patient has not 
received any treatment for this condition. 

A biopsy specimen is presented. 


Discussion 


Dr. Marcus R. Caro: It is often difficult to 
differentiate lichen striatus from unilateral nevus, 
and in this patient the superficial lesions going 
down the arm do resemble lichen striatus. Against 
the diagnosis of lichen striatus, however, is the 
fact that this band has been present for two years 
without very much change. In addition, at the 
site of application of adhesive plaster there is a 
patch of dermatitis which resembles the striate 
band on the arm. I think that we are dealing 
here with a unilateral nevus which has become 
eczematized, and that accounts also for the slight 
inflammatory reaction evident in the histologic 
section. 


Localized Lymphedema. Presented by Dr. JAMES 
Wesster, Dr. STANLEY Hurr, and (by invita- 
tion) Dr. Hassan M. YAzpI. 

A 20-year-old Negro woman noticed swelling 
on the dorsal surfaces of both feet approximately 
six years ago. The swelling is diminished when 
she arises in the morning, but it becomes worse 
after she walks, during the day. 

Laboratory findings: Urine normal. 
chemistry: Nonprotein nitrogen normal. 


Blood 


Discussion 


Dr. Marcus R. Caro: I was impressed by the 
presence of the indurated patch of dermatitis on 
the right instep. This did not look like an acute 
thing but rather like something that had been 
present for a long time. I wonder if we are not 
dealing with an infectious process and a secondary 
edema of the foot. 


Collagen Disease. Presented by Dr. THEODORE 
CorNBLEET, Dr. SipNeEY Barsky, and (by invi- 
tation) Dr. Martin L. GEcuHrt. 

A 33-year-old patient has been followed in Cook 

County Hospital since June, 1955, when she was 

admitted with a diagnosis of rheumatic heart dis- 


ease and exhibited edematous ankles and pleuritis; 
during her hospital stay she developed a rheuma- 
toid-like arthritis. She complained of chest pain 
and pains in the joints. During the previous year 
she had been in other institutions because of 
arthritis and left upper quadrant pain and hyper- 
pyrexia. No definitive diagnosis was made prior 
to her admission to this hospital. At this time 
the diagnosis of systemic lupus erythematosus was 
proposed, and she was given steroid therapy, which 
has continued to date. She has been receiving 40 
units of corticotropin gel daily for several weeks. 
Despite this therapy, the patient has been admitted 
to the hospital four times since February, 1957, 
complaining primarily of joint pains, edema of 
the joints, tenderness, and fever. At no time did 
she demonstrate any cutaneous manifestations until 
about 10 days ago, when an eruption on her chest 
and back developed. During the early days of this 
eruption, several of these lesions on the anterior 
chest wall were definitely iris-like in character. 

Laboratory determinations during her previous 
admissions have shown an increased erythrocyte 
sedimentation rate, increased y-globulin turbidity, 
albuminuria, and a reversal of the albumin-globu- 
lin ratio. Preparations for L. E. cells were all 
negative. The patient has previously demonstrated 
a sensitivity to penicillin. At the present time she 
is also taking digitalis leaf. 

Biopsy specimen is presented. 


Toxic Vascular Eruption. Presented by Dr. 
JaMes Wesster, Dr. STANLEY Hurr, and (by 
invitation) Dr. Hassan M. Yazpt. 

A 43-year-old Negro man first came to the skin 
clinic in 1949 with multiple annular, erythematous, 
and papular lesions on the trunk and the upper 
extremities. 

At that time the clinical diagnosis was erythema 
multiforme, but the findings on biopsy were “com- 
patible with lichen planus.” He received intra- 
muscular bismuth injections but continued to 
develop new lesions from time to time. 

In February, 1955, he developed generalized an- 
nulare patches resembling a drug eruption on sev- 
eral occasions. 

Three weeks ago he again developed a similar 
eruption on the abdomen, and a few days later 
the eruption spread to involve neck and extremities. 

Scraping: KOH from hand and abdomen are 
negative. KOH from feet showed hyphae. 

Biopsy specimen is presented. 


Discussion 


Dr. A. H. SLepyaAn: Medical literature com- 
monly uses the term collagen disease much too 
freely. This may be well in grouping a number 
of suggestively associated diseases, but it gives no 
hint for differentiating these disorders. It is most 
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curious that this group should frequently show in- 
creased sedimentation rate, biologic false serological 
reactions, L. E. phenomena, and altered blood 
globulin patterns. All these point to disturbed pro- 
tein metabolism, most likely on an enzymatic level. 
This case looks like acute erythema multiforme. 
Many of these cases cannot be differentiated from 
acute lupus erythematosus without careful study. 

Dr. THEODORE CoRNBLEET: I agree that labeling 
our patient’s condition collagen disease is lumping 
things grossly. Yet, I do not know what else to 
call it. Last week her eruption looked more like 
erythema multiforme. She has been in various 
wards of the hospital. Many of the internists felt 
that, in spite of the negative L. E.-cell tests, the 
most appropriate diagnosis was lupus erythema- 
tosus. At other times she had what looked like 
typical rheumatoid arthritis. Because of her past 
and present illnesses, we called this episode collagen 
disease. Perhaps this is more convenient than wise. 

Last week, Dr. Webster and Dr. Huff’s patient 
appeared more to have erythema multiforme. So 
much fading of the lesions has occurred that the 
eruption now has little semblance to that condition. 
The title of presentation is just as good as “ery- 
thema multiforme,” though I would not be averse 
to the latter. 


Bromoderma. Presented by Dr. THEODORE CorN- 
BLEET, Dr. SIDNEY Barsky, and (by invitation) 
Dr. Hassan M. Yazpt. 

A 25-year-old Negro woman developed a papu- 
lar eruption on the legs about two weeks ago 
which rapidly became larger, pustular, and ulcer- 
ated. It is very painful. 

She stated that she has been taking Nervine for 
about one year. 

Laboratory findings: Serum bromide, 10.1 mg. 
per 100 cc. 

Biopsy specimen is presented. 


Bromoderma. Presented by Dr. THEODORE CorNn- 
BLEET, Dr. SIDNEY Barsky, and (by invitation) 
Dr. Hassan M. YAzpt. 

A 31-year-old Negro woman developed a vesicu- 
lar eruption on the face about two weeks ago. 
The lesions also appeared on the lower extremities 
and the back. These lesions soon became pustular, 
ulcerated, and granulomatous. 

She has been taking Nervine and elixir bromides 
for some time. 

Serum bromide is 18 mg. per 100 cc. 

Biopsy specimen is presented. 


Discussion 


Dr. S. J. ZAKon: These are two classical cases 
of bromoderma. It may be of interest to state 
that the use of bromides in the treatment of epi- 
lepsy was introduced more than 100 years ago by 
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Sir Charles Locock. In 1853, while discussing a 
paper on epilepsy given by Sieveking, Locock 
pointed out that of 15 cases of epilepsy in women 
he had “cured” 14 by feeding them potassium 
bromide, 10 grains (0.648 gm.) t. i. d. Four years 
later he published his observation in The Lancet 
(Locock, C.: Lancet 1:528, 1857). It has been 
stated that Harvey waited eight years before he 
published the results of his experiments. Lister 
waited 12 years before he published his findings in 
The Lancet in 1867. Today “scientists” often re- 
port their preliminary observations and impressions. 
Our journals are now filled with preliminary re- 
ports often based on mere impressions and _in- 
adequate observations, hence the avalanche 
drugs on the market. Fortunately, the life span 
of these new drugs is very brief. 

Dr. Harry R. Foerster, Milwaukee: These two 
cases look to me very much like an iodide erup- 
tion. I do not recall having seen bromoderma of 
this type. However, I questioned one of the pa- 
tients concerning Nervine. She said that she had 
not taken it for a year. The drug she had taken 
recently was given her by a druggist without a 
doctor’s prescription, and she did not know what 
it was. I wonder if these patients, regarded as 
having bromoderma, are not getting iodides as 
well. 

Dr. BerNArD YAFFE: I would like to ask whether 
we can differentiate between iododerma and bromo- 
derma. This question was brought up by one of 
our local graduates. 

Dr. NorMAN Tosias, St. Louis: I recall seeing 
several cases of iododermas years ago. They were 
painful, while the bromodermas were not. 

Dr. Jutius E. Grinsperc: All of us who have 
worked with iodides in the past know what an 
iodide eruption is. The younger men have not 
seen much iododerma. When iodides were often 
used in the treatment of syphilis, it was common 
to see patients with iododerma; today these are 
uncommon. The localization is different from that 
of bromoderma. Whether microscopically they are 
the same I am not prepared to say. The bromides 
can affect the same areas as the iodides. 


Dr. Davin W. Kerstinc, Milwaukee: Iodides 
are still commonly used in the treatment of asthma 
and as symptomatic therapy in chronic respiratory 
tract disease. In my opinion, side-effects of iodide 
therapy, including iododerma, are seen these days 
as well as formerly. 

Dr. THEODORE CorNBLEET: I would say that 
200 mg. would be extraordinarily high. The 
average patient who has an eruption with bromides 
probably will break out at about 60 mg. or 75 mg. 
One hundred milligrams would be considered rather 
high. As a matter of fact, when they develop 
about 150 mg. they usually have mental symptoms. 
We are disturbed that the laboratory reports such 
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low levels. In the first patient the level was only 
3 mg. per 100 cc. Then we had the test redone, and 
the result was 18 mg. per 100 cc., which is also 
low for a diagnosis of bromoderma. There can 
be bromide eruptions with low levels of bromide 
in the blood, though that is unusual. Both iodides 
and bromides, I think, can produce bullous erup- 
tions. Such granulomas as are present on the legs 
in these patients are not rare in bromoderma. 


Dermititis Herpetiformis: Response to Kynex. 
Presented by Dr. SAMUEL BLUEFARB, Dr. SILAS 
WALLK, and (by invitation) Dr. Martin L. 

GECHT. 

This patient has been given therapy with sulfa- 
methoxypyridazine for approximately one month. 
The initial dosage for two weeks was 500 mg. 
b. i. d. The response was fair, and the dosage 
was then increased to 500 mg. t. i. d. In one 
week’s time almost all of the bullae disappeared. 

Blood cell counts and urinalyses have been within 
normal limits. 


Discussion 


Dr. Otto STEGMAIER, Davenport, Iowa: I have 
had no experience with Kynex. We should bring 
it to the attention of the younger men that derma- 
titis herpetiformis in children runs a benign course. 
After one or two years the eruption subsides, and 
it never recurs. 

Dr. S. M. BLueFArRB: Kynex is one of the new 
“sulfa” drugs. The formula and its relationship 
to sulfapyridine are given in the protocol. The 
dosage is 1 tablet daily. Inasmuch as this drug 
is slowly excreted from the kidneys, it is retained 
for a longer period in the blood stream, and smaller 
doses are, therefore, required. This young boy, 
who has been presented at previous meetings, re- 
sponded fairly well to treatment with sulfapyridine, 
but the cutaneous lesions did not completely dis- 
appear. However, these lesions responded to 
Kynex therapy in doses of 1 tablet daily. We plan 
to see if this improvement will continue with a 
daily dose of 4 tablet. 


Tinea Versicolor “Fluorescent Papules.” Pre- 
sented by Dr. SAMUEL BLUEFARB, Dr. SILAS 
WALLK, and (by invitation) Dr. Hassan M. 
YAZDI, 


A 22-year-old Negro woman developed light 
brownish macular lesions on the chest and a dark 
brownish papular eruption on the upper back about 
three months ago. 

These lesions spread to involve the breast, the 
shoulders, and the entire back. She has mild 
itching. 

The macular patches do not fluoresce under 
Wood’s light, while the papular lesions are fluores- 
cent under Wood’s light. 


UMI 


Scales cleared with KOH revealed spores and 
hyphae typical of Malassezia furfur. 


Discussion 


Dr. IRENE NEUHAUSER: One repeatedly sees the 
statement made that lesions of tinea veriscolor 
fluoresce. I have examined a number of patients 
under the Wood’s light and have seen very few 
lesions that fluoresced. The disease is so easily 
diagnosed that it is not a matter of great im- 
portance, but I should like to know the experience 
of some of the other members. 

Dr. Siras WALLK: The reason we tested the 
fluorescence in these cases was to confirm or deny 
the reports in the literature. Of the 30 cases tested, 
only this 1 showed fluorescence. With the aid of 
the Wood’s light one can detect many lesions that 
are not discernible otherwise. This patient ex- 
hibited marked fluorescence of the papules but 
not of the macules. 


Congenital Hypotrichosis. Presented by Dr. 
ALLAN L. Lowkincz, (by invitation) Dr. Rocer 
W. Pearson and (by invitation) Dr. RIcHARD 
REINERTSON. 


A 5-year-old white girl was born with lanugo- 
type hair. When this hair was lost, when the child 
was 5 months old, the scalp remained bald until 
the child was 2 years old, when very coarse kinky 
hair began growing on the posterior scalp. Since 
then there has been a gradual increase in scalp 
hair, but it is still very sparse anteriorly. 

The eybrows and eyelashes have always been 
short, but nails, teeth, vision, and general skin 
texture are grossly normal. 

There is no history of illness preceding the 
initial hair loss, and general heaith and develop- 
ment have been normal. Family history is non- 
contributory. 

Physical examination is negative except for skin 
findings. Scalp hair is sparse (especially anterior), 
coarse, and kinky. Eyelashes and eyebrows are 
also sparse and short. 

Hemogram reading was normal. The only uri- 
nary abnormality was a slight trace of albumin. 

Histologic sections of a biopsy specimen from 
the scalp are presented. 


Discussion 


Dr. Mitton Rosin: My first impression was 
that this child had a congenital hypotrichosis. 
However, because the alopecia was limited to 
the frontal area and there is some loosening of 
the hair in the brows and lashes and because there 
was so little thinning throughout the rest of the 
scalp, together with the absence of any defect in 
teeth and nails, I thought of the possibility of 
alopecia areata. If the diagnosis of alopecia areata 
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can be entertained, then it might be advisable for 
the patient to have a trial of one of the oral steroid 
hormones. 

Dr. ALLAN L. Lortncz: The defect in hair 
development here began in generalized fashion 
immediately with the replacement of the lanugo 
hair, and this point rather supports the diagnosis 
of generalized hypotrichosis. Even should this 
hair disturbance represent some very atypical kind 
of widespread alopecia areata, I would be opposed 
to the use of steroid therapy for it in a child such 
as this. 


Case for Diagnosis. Presented by Dr. ApDoLPH 
RosTENBERG and Dr. FREDERICK J. SZYMANSKI. 


A white woman 36 years of age has lived in this 
part of the world all of her life, except for oc- 
casional visits to Florida and California. As a 
child she had measles, chickenpox, and jaundice, 
the last when she was about 12 or 13 years of age. 
She also had some sort of rheumatic pains when 
she was about 6 or 7. She recalls these vividly 
but does not recall having been confined to her 
bed because of them, nor does she remember any 
associated skin changes. Her menses began when 
she was between 11 and 12. 

The present illness began 18 years ago, when the 
patient was 18 years of age. At this time she had 
pains in her toes and knees, and gradual involve- 
ment of several other joints. She was confined 
to her bed with this illness, which persisted for 
one to two months. She does not recall having 
any fever, nor does she recall having any skin 
eruption other than that there may have been 
some swelling across the top of her toes. After 
she was on her feet, she noticed considerable 
swelling of her ankles when she was up and 
about. Shortly thereafter, approximately three to 
four months after the onset of the rheumatic 
pains, she began to notice painful purple spots 
around the ankles. The spots would be initiated 
by pain or discomfort for a few days, but there 
would be nothing to be seen at this time. The spots 
would then make their appearance and would last 
a variable period of time, according to how much 
the patient was on her feet. Usually the spots ter- 
minated by softening, with some bloody or puru- 
lent discharge. She could abort the development of 
a spot if she stayed off her feet at the time when 
only pain was present. The lesions have come and 
gone ever since their onset 18 years ago. The 
extent to which she is bothered by lesions depends 
on the degree to which she is on her feet. The 
involvement reached its present extent about 10 
years ago. She states that there never was any 
definite patterning to the lesions, nor was there 
ever any appearance of a network. She was shown 
pictures of livedo reticularis and asked if the legs 
ever had that appearance. She stated that they 
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did not. There has never been any seasonal dis- 
tribution to the lesions, nor have temperature 
alterations affected them in any way. She has 
been treated with intravenous injections of gold 
and a large amount of x-ray. In 1952 she was a 
patient at the Mayo Clinic. 

The patient was pregnant‘ once, about seven 
years ago. She carried the child to term. She 
had no particular trouble with her legs at this time 
but believes she kept off her feet more than usual. 
She states that her legs were not hairy, as they are 
now, prior to the onset of the current eruption. 

On examination there is seen a symmetrical 
eruption of both lower legs, extending anteriorly 
from about the base of the toes to approximately 
half way up the lower leg. The eruption encircles 
the leg on the front and the sides, leaving the 
posterior portions free. The eruption consists of a 
lichenified pigmented background, superimposed on 
which are erythematous elements plus excoriations 
and crusts. There are no definite elementary 
lesions. There is a questionable suggestion of 
mottling or reticulation over the dorsa of the feet. 
Over the area of the eruption on both legs there 
is a considerable growth of hair which extends 
very slightly beyond the eruption on the lower 
leg. The upper legs are not hairy. The patient also 
presents an_ ill-defined, erythematous, © slightly 
papular, eruption over the posterior portions of 
the legs and extending up on the anterior medial 
aspects of the thighs. This is of recent origin. 

The report of the vascular consultant on March 
7, 1957, was as follows: Pulses are present in 
peripheral arteries, namely, dorsalis pedis, tibial, 
popliteal, and femoral, bilaterally. The condition 
of the venous circulation is good. There is no 
history of phlebitis, nor are there any apparent 
varicose veins. There is some lymphatic obstruc- 
tion that could explain the swelling of the legs, 
but the lymphatic factor is associated with and is 
a result of, not a cause of, the dermatitis. It is not 
believed that the patient has a circulatory disorder 
as an underlying cause of her dermatitis. 

Laboratory findings: peripheral blood examina- 
tion, normal; urinary examination, normal; sero- 
logic tests for syphilis, negative; blood chemistry, 
routine findings all within normal limits. 

Pathologic report: A biopsy was performed in 
a typical area on the left tibial region. Sections 
stained with hematoxylin and eosin revealed a nor- 
mal scale but a thickened acanthotic epidermis with 
a moderate amount of inter- and _ intracellular 
edema. In the upper portion of the corium there 
are numerous new small blood vessels surrounded 
by an infiltrate of histiocytes primarily with fewer 
lymphocytes. The walls and the endothelial cells 
of these vessels are thickened, with a few of the 
vessels practically occluded. Deep in the corium 
the collagen tissue seems somewhat sclerotic. 
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Present treatment consists of 60 mg. of rutin 
t. i. d., and 300 mg. of vitamin C (ascorbic acid) 
q. i. d. 


Discussion 


Dr. DAvip W. Kerstinc, Milwaukee: Have the 
sites of these lesions ever been treated with x-rays? 

Dr. ALLAN L, Lortncz: I should like to suggest 
the possibility of there being a factitial element in 
the etiology of the presenting lesion. Whenever I 
see such unusual local hypertrichosis about a 
bizarre lesion I feel that the possibility of derma- 
titis factitia should be considered. 

Dr. Harotp SHELLOw: I think that the presence 
of an area of hypertrichosis precludes the possi- 
bility that she had a radiodermatitis. 

Dr. Marcus R. Caro: She volunteered the in- 
formation that she does a good deal of perspiring 
in that area. If she really had received much 
x-ray therapy to the site she probably would not 
sweat much there. 

Dr. ADoLPH ROSTENBERG JR.: We have not done 
any culture studies. Someone asked me about 
special protein studies and globulin studies. None 
of those have been done. When we first saw the 
patient we were inclined to put her in the group 
described by Kierland and his associates. On 
further thought, though, the eruption does not 
really look like livedo reticularis. I showed her 
a picture of livedo and she said that her lesions had 
never looked like that. She states that the sores 
or ulcers had no particular seasonal predilection. 
She has been in our hospital only a short time. 
We have continued the therapy suggested by the 
peripheral vascular consultant. We will look for 
fungi. As to the hair, we were a litle puzzled. In 
looking up the literature, apparently local inflam- 
mation is a well-established cause for localized 
hypertrichosis. There were cases reported by 
Butterworth in the ArcHiIves in 1952 of local 
hypertrichosis from chronic biting of the area. 
I do not think that the lesions are factitial, but 
we will investigate along those lines. 


Hepatic Cirrhosis with Xanthelasma, Jaundice, 
and Nonspecific Dermatitis. Presented by 
Dr. J. B. HAEBERLIN JR., and (by invitation) 
Dr. Ropert FELIx. 

A 45-year-old white man was in the Presby- 
terian Hospital from Feb. 11, 1957, to March 13, 
1957, with the diagnoses of hepatic cirrhosis and 
xanthelasma. It was felt that this clinical picture 
was probably on the basis of a xanthematous 
biliary cirrhosis, but two other possibilities could 
not be absolutely excluded, namely, chronic ob- 
structive jaundice leading to biliary cirrhosis and 
hemochromatosis. The latter diagnosis was made 
on the basis of findings on liver biopsy. Surgical 


exploration was deferred because of the clinical 
improvement with medical management. The papu- 
losquamous lesions resembling lichen planus have 
developed since the patient left the hospital. Some 
of the more pertinent laboratory data were as 
follows. 

Total cholesterol 570, 515, 373 mg. per 100 cc.; 
free cholesterol on one occasion was 40% of total; 
total lipids 1200 mg. per 100 cc. Cephalin floc- 
culation 3+, 4+. Alkaline phosphatase 35, 25.2 
Bodansky units. Direct bilirubin 2.5 mg. per 
100 cc.; total bilirubin 6.2 mg. per 100 cc. Albumin 
1.4 gm. per 100 cc., globulin 1.6 gm. per 100 cc. 
Bilirubin in urine positive 1:256. Basal metabolic 
rate +5. Porphyrin negative. Serum iron 146, 
134, 86ug. per 100 cc. 

X-ray of gastrointestinal tract showed esophageal 
varices. 

Liver biopsy findings showed cirrhosis, of 
Laennec type, with hemochromatosis. Skin biopsy 
specimen presented was taken from the axilla 
before the appearance of the skin lesion. 


Facial Granuloma with Eosinophilia, Xanthe- 
lasma, and Histiocytoma, with Xantheloma- 
tous Change in One. Presented by Dr. F. E. 
SENEART and Dr. J. B. HAEBERLIN Jr. 

A 45-year-old white man was first seen in April, 
1957, with lesions on each side of the nose. These 
and similar lesions on the forehead were first 
noticed by the patient about three years ago and 
were excised surgically without microscopic ex- 
amination. When some of the lesions recurred, 
they were at first thought to be resulting ‘rom 
the surgery, and later the patient was referred 

Examination revealed several sharply localized 
elevated lesions with a velvety verrucous surface 
and a brownish color not unlike that seen in some 
seborrheic “moles.” A clinical diagnosis of facial 
granuloma with eosinophilia was made, and two 
pieces were excised for microscopic study. 

Sections from one of the biopsy specimens 
showed an epidermal hyperplasia with follicular 
plugging. In the other biopsy specimen atrophy 
of the epidermis was noted. The corium of both 
tissues was filled with a dense infiltrate consisting 
of numerous eosinophils and neutrophils, with 
fewer histiocytes and lymphocytes. Senile elastosis 
was seen in the upper dermis in sections from one 
of the biopsy tissues. 

Further examination reveals the presence of 
xanthelasma, with small but typical lesions and 
several nodules that grossly suggest histiocytomata. 
One of these shows a little yellowish color sug- 


gesting xanthomatous infiltration. Serum choles- 


terol on April 23, 1957, was 298.5 mg. per 100 cc. 


+ Dr. Senear died Feb. 11, 1958. 
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Discussion 


Dr. F. J. SzyMANSKI: All of us have seen iso- 
lated erythematous plaques on the face that have 
been problems diagnostically. Among the diseases 
to be considered is benign lymphocytoma cutis, 
which has also been referred to as Spiegler-Fendt 
sarcoid. Clinically there are sharply outlined 
plaque-like lesions rising about 3 mm. above the 
surface, red-blue in color, and occurring on the 
forehead and cheeks. They are not affected by 
sunlight. The histological diagnosis is rather 
simple, consisting of a rather heavy infiltrate in 
the corium with a cellular pattern resembling a 
normal lymph node. 

The second entity in a differential diagnosis is 
a benign lymphoma. Clinically such lesions re- 
semble the plaques of lymphocytoma cutis benigna. 
Histologically there is a very dense infiltrate con- 
sisting mostly of lymphocytes. The microscopic 
picture resembles a lymphoblastoma, and the benig- 
nancy or malignancy of these lesions can be de- 
termined only by “watchful waiting.” 

The third entity is a vague condition that has 
never been actually described in the literature. 
It has been labeled as lymphocytic infiltration of 
the skin (Jessner). Here the plaques are poorly 
defined and pale red and occur over the cheeks 
and on the forehead. They are often affected by 
sunlight, usually appearing in summer and dis- 
appearing in winter. The typical scaling and 
atrophy of lupus erythematosus is absent, but fol- 
licular dilatation is noted. The response to the 
antimalarial drugs is good, but recurrences appear 
rapidly. The histological changes in the epidermis 
are minimal. The essential histologic change oc- 
curs in the corium and consists of a dense infiltrate 
of lymphocytes surrounding the blood vessels. 
Some have labeled this a lymphocytic lupus ery- 
thematosus. Others feel that it is a form of poly- 
morphous light eruption. What it is, no one can 
be certain. It would behoove someone to study 
and to describe a group of these cases. 

The last entity in this group is exemplified by 
the case presented by Dr. Senear and Dr. Haeber- 
lin, facial granuloma with eosinophils. Here the 
plaques are very definite, sharply circumscribed, 
and free of scales. An important feature is the 
brownish hue. Histologically, the changes are very 
definite and diagnostic. The epidermis is usually 
thin, with a thin zone of normal collagen 
lying underneath the epidermis. The entire corium 
is usually filled by a dense infiltrate, which is 
polymorphous in character. However, polymorpho- 
nuclear leukocytes and eosinophils predominate. 
This condition is not related to eosinophilic granu- 
loma of the bone, even though skin lesions are 
found in this latter disease. Facial granuloma with 
eosinophils is rather resistant to treatment. The 
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lesion on the thigh in the case presented is a histio- 
cytoma. 

Dr. Jutius E. GinsBerc: In the second case | 
think the microscopic diagnosis is confirmatory. 
I had one patient with lesions like those seen here, 
and those lesions kealed nicely with high-frequency 
desiccation. 

Dr. Marcus R. Caro: The only comment | 
have about the first case is that I think the skin 
eruption is psoriasis. Biopsy was performed be- 
fore the lesions appeared, and I think that biopsy 
of these lesions at present would show psoriasis. 

Dr. FreperIcK J. SZYMANSKI: Sections of the 
skin stained by Perls’ Prussian blue method in the 
first case did not reveal any iron in the lamina 
propria of the sweat glands or in the epidermis. 

Dr. A. H. StepyAn: The lesions on the elbow 
suggest psoriasis; those the wrists suggest 
lichen planus. On the several occasions when this 
situation was found and studied, all the patients 
proved to have lichen planus. 


on 


Dr. J. B. HAEBERLIN JR.: Dr. Felix, who worked 
up the first case from the standpoint-of internal 
medicine, unfortunately could not be present today. 
My first contact with this patient was when he 
was referred for treatment of the xanthelasma at 
the insistence of the patient, who was more 
concerned about his appearance than the state of 
his general health. The findings on biopsy of the 
liver were such that the patient was not expected 
to live until fall. A month ago he had none of 
the nondescript lesions on his hands or legs. The 
lesions of xanthelasma recurred very promptly 
after destruction, in spite of the fact that his 
serum cholesterol was improving with dietary 
management. I do not think that it was worth 
while to attempt treatment of the xanthelasma in 
this type of case. 

The lesions on the extremities that resembled 
lichen planus we could not diagnose clinically. 
However, if this was xanthomatous biliary cir- 
rhosis, nondescript lesions of all sorts, including 
this lichen planus-like eruption, could be explained. 

The second patient also interested me because 
we hear so much about skin manifestations of in- 
ternal diseases. The question was whether there 
could be any relation between the granulomatous 
process on the face and the underlying hyper- 
cholesteremia with xanthelasma and the histiocy- 
tomata. We could not make xanthoma tuberosum 
out of the clinical picture. It was the combination 
of lesions which was interesting. 


Massive Congenital Hemangioma of Right But- 
tock, Right Lower Extremity, and Genitalia 
with Metastatic Angiomatous Lesions. Pre- 
sented by Dr. FREDERICK J. SZYMANSKI. 

A 44-year-old white man has had a massive 
bluish vascular tumor involving the right buttock, 
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the right lower extremity, and the genitals for all 
of his life. This angiomatous lesion has caused 
a shortening of his right leg, producing a mild 
limp. The patient has worn an elastic type of 
stocking on the involved limb to prevent swelling 
for many years. About six months ago the patient 
noticed a definite increase in size of the existing 
hemangiomatous tumors. In the past few weeks 
small macular and papular bluish lesions have 
appeared on the face, torso, and upper extremities. 
In the past year he has had episodes of prolonged 
bleeding from the penis and buttock. 

On physical examination there are dark blue, 
soft, hemangiomata involving the entire right but- 
tock, the right lower extremity, and the genitals. 
Many macular and papular bluish lesions are scat- 
tered over the face, the upper extremities, and the 
torso. The right leg is shorter than the left leg. 
There is no increase in size of the right lower 
extremity except that produced by the hemangioma 
itself. The liver and spleen are enlarged. 

Laboratory findings: Urinalysis, 2+ albumin. 
Sedimentation shows 5 to 7 erythrocytes; other- 
wise negative. Blood glucose 83 mg. per 100 cc.; 
serum transaminase 26 units (normal 8 to 40). 
Kahn and Wassermann tests negative. 


Total protein 8.1 gm. per 100 cc., serum albumin 
5.4 gm. per 100 cc., serum globulin 2.7 gm. per 
100 cc. Serum alkaline phosphatase 4.1 Bodansky 
units (normal 2 to 4). Nonprotein nitrogen 25 
mg. per 100 cc.; thymol turbidity 3.5 units (normal 
0.4 units). Cephalin flocculation negative. 

X-rays: Essentially normal gastrointestinal tract. 
Probably normal excretory urogram. No abnor- 
malities in chest. The right femur, tibia, and 
fibula show a number of areas of cortical erosion 
and irregularity, with distortion of the trabecular 
pattern. 

Electrocardiogram: Tracing is within normal 
limits. 

One of the new bluish papular lesions was re- 
moved from the posterior surface of the neck. 
Histologic sections of this lesion were stained 
with hematoxylin and eosin, revealing a group of 
dilated vessels in a group in the upper and middle 
corium, These vessels were markedly enlarged and 
lined by a single layer of endothelial cells. The 
lesion could be considered as nothing more than 
an angiectasis. 


Discussion 


Dr. Juttus E. Grinsperc: I believe that this 


syndrome falls in the general category of Parkes. 


Weber disease as described in Parkes Weber’s 
book. I believe that this is the first case pre- 
sented to this society with what have been de- 
scribed as metastases from a vascular tumor. Dr. 
Caro and Dr. Stubenrauch, in 1944, presented a 


case in the literature of hemangioendothelioma 
about the head. The patient subsequently died, 
and at autopsy metastases to the lung were found. 
In Dr. Szymanski’s case the lesions showed no 
evidence of malignancy microscopically. The en- 
dothelial bands were flat. There were no mitotic 
figures; there was no inflammatory reaction. They 
would be hard to distinguish from simple ectases 
in an elderly person. The lesions do not appear 
malignant. It is a most unusual case. 

Dr. Harry R. Foerster, Milwaukee: This is a 
very striking case. The lesions that have developed 
recently look like metastatic lesicns. To me metas- 
tases imply growth, usually of a malignant type. 
I think in this instance, because of the biopsy 
findings, that the lesions are benign. I wondered 
if they might be nevoid rather than metastatic and 
whether this man has a vascular defect. If that is 
so, the prognosis is good and the lesions will heal. 

I recall having a case somewhat on this order 
a good many years ago in which I thought I was 
dealing with a metastatic lymphangioma; the pa- 
tient had the initial lesion on the tongue, which 
enlarged tremendously, and later the patient de- 
veloped another lesion in the toe, one on the scalp, 
and one on the eyelid. I did biopsies repeatedly 
but was unable to establish any diagnosis other 
than hemangioma. I watched the patient, expecting 
her to ultimately develop a metastatic lesion, but 
to my knowledge she is still living. I still think 
that this is a benign lesion in which the lesions 
are developmental rather than metastatic. 

Dr. S. M. Biuerars: I agree with Dr. Foerster 
that these are not metastatic lesions but that there 
is primarily a defect in the vascular wall. These 
are angiomatous lesions. This is analogous to the 
situation. which occurs in Kaposi’s sarcoma, where 
the lesions are not metastatic but are due to an in- 
herent weakness of the entire vascular system. 

Dr. M. R. Caro: This patient does not parallel 
the case presented by Dr. Stubenrauch and me 
(Hemangioendothelioma of the Skin, Arch. Der- 
mat. & Syph. 51:295-304 [May] 1945). In that 
case, a man of 75 sustained an injury to the scalp 
and developed a hemangiomatous lesion at the site 
of trauma. Findings on biopsy of the skin showed 
a malignant tumor of the blood vessels which 
metastasized to the lymph nodes and. eventually 
caused death. Robinson and Castleman (Ann. 
Surg. 104:453, 1936) reported a case of an 18- 
year-old girl in whom a mastectomy was performed 


. for a histopathologically benign hemangioma. Their 


patient developed metastases and died of meta- 
static hemangiosarcoma approximately three years 
after the original lesion had appeared. In another 
case reported by Borrman, in 1906, the patient died 
of metastases about 21 months after the histo- 
pathologically benign original lesion had appeared. 
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Shannon, in 1914, reported another case of benign 
hemangioma in which the patient died and the 
autopsy showed wide dissemination of benign 
hemangioma. Geschickter, Keasbey, and Ewing 
also reported cases in which the lesions were 
histopathologically benign but the patients died. 

Whether in our case today we are dealing with 
a benign condition or a metastatic disease is a 
question I cannot as yet answer. Here is a man 
who has had a cavernous hemangioma for 44 years. 
Recently other lesions have appeared and these 
lesions have spread rapidly to produce many 
tumors that are benign histologically. I do not 
know the final answer but I feel that the patient 
has metastases and that eventually he will die of 
his disease. This brings up the point, stated by 
Dr. Rostenberg many times, that you cannot 
always tell from the histologic appearance of the 
section what the clinical course will be. We at 
times see a section in which we think that the 
prognosis is poor and yet the patients do not die, 
and in other cases the lesion remain benign histo- 
logically up to the time the patients die. 

Dr. NorMAN TostAs, St. Louis: I saw a case 
in a girl aged 12 who had a similar lesion on the 
right leg, which was about 20% larger than the 
left. The lesion consisted of hemangiomatous ele- 
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Congenital Ichthyosiform Erythroderma. Pre- 
sented by Drs. W. P. Lascuem, L. W. Ports, 
and W. E. CLENDENNING. 

A 6-month-old Negro boy, presented at birth a 
generalized erythema and a marked thickening of 
the horny layer, which gave the skin a parchment- 
like appearance. The skin of the face appeared 
taut, and there was a bilateral ectropion. 

The baby was immediately transferred to Babies 
and Childrens Hospital, where he was placed in an 
incubator with high humidity, and Aquaphor was 
applied locally several times a day. Vitamin A was 
administered in high doses. 

After about two weeks, the outer horny layer 
began to shed in various areas, leaving shield-like 
areas of keratin attached to fingers, toes, and 
several other areas on the extremities. These 
shields of keratin had to be cut from the fingers 
and toes to allow normal growth. 

After several weeks in the constant humid atmos- 
phere, the erythema subsided and the skin appeared 
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ments and dilated veins. The final diagnosis was 
congenital arteriovenous aneurysm. 


Psoriasis Arthropathica. Presented by Dr. M. R. 
Caro and staff. 


Discussion 


Dr. ALLAN L. Lortncz: A number of years 
ago Dr. Mary Sherman, in the orthopedics section 
at the University of Chicago Clinics, was able to 
recognize histologic changes in the joint linings 
in psoriatic arthropathy that were distinct from 
the changes found in rheumatoid arthritis. She 
also described in such cases a type of bone resorp- 
tion about the distal phalangeal joints which is not 
seen in rheumatoid arthritis. 


Case for Diagnosis: Recurrent Pityriasis Rosea? Presented 
by Dr. F. J. Kenprick and (by invitation) Dr. SyLvia 
F. Griem. 

Dermatomyositis in a 12-Year-Old Girl. Presented by Dr. 
JuLius GINSBERG and (by invitation) Dr. J. P. Grirrin. 

Alopecia Due to Chronic Diseoid Lupus Erythematosus. 
Presented by Dr. S. J. Zaxon and (by invitation) Dr. 
J. H. Jounston. 

Axillary Folliculitis Following the Use of a Deodorant. 
Presented by Dr. F. J. Kenprick and (by invitation) 
Dr. Sytvia F, Griem. 

Case for Di jis: P hi 


RP 


F gus Eryth 
by Dr. Harotp SHELLOw. 





des? Presented 


like that of generalized ichthyosis. It was found 
that the patient tolerated the normal atmosphere as 
long as the skin was kept lubricated with Aquaphor 
with 0.5% to 2% salicylic acid added. 

He has shown normal growth and development. 
At present, the epidermal abnormality is. still 
present, with no sparing of the flexors. He is tak- 
ing 1 cc. of Aquasol A daily, and Aquaphor with 
2% salicylic acid is being applied locally. 

There is no family history of ichthyosis or any 
other ectodermal defect. The mother denies con- 
sanguinity. His mother had no illnesses during 
pregnancy, aside from a minor episode of painless 
vaginal bleeding two weeks prior to delivery. 
Gestation was 35 weeks in duration. The patient 
has four normal siblings. 

Laboratory findings are within normal limits. 

A biopsy specimen of skin from the back re- 
vealed hyperkeratosis and slight acanthosis, with 
narrowing of the dermal papillae. There 
prominent granular layer in the epidermis. 
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Discussion 


Dr. G. M. Srroup: Koztxowsk1, I remember 
that one year ago you presented a similar case. I 
wonder if you want to comment on these cases? 

Dr. E. W. Koztxowskt: That child is just a 
little over a year old now. Her skin, except for 
a few small areas on the abdomen and thorax, is 
completely clear. Her nails are normal. Several 
teeth have erupted, and all are completely normal. 
Her hair growth is normal. The skin now looks 
like that in a mild case of ichthyosis. The mother 
still continues to use Ichthymol ointment occasion- 
ally. The child is comfortable and has had no 
infections, diaper rash, or other dermatologic 
problems. I was pleased by the fact that dentition, 
nails, and hair growth have become perfectly 
normal. 


Premycotic Mycosis Fungoides. Presented by 

Drs. J. R. Driver and S. I. Sarto. 

A 37-year-old white man gives the following 
history. 

In 1942 he developed lesions on the arms and 
legs. There were no symptoms associated with the 
condition other than an occasional localized burning 
sensation. At the onset, the lesions were about 
2 to 3 cm. in diameter, flat, scaly, and very slightly 
lichenified. Since then, the lesions have gradually 
increased in size and he has developed two or three 
new lesions. However, for the most part the areas 
and their location have remained unchanged, except 
for some increase in size and perhaps an increase 
in the amount of elevation of the lesions. 

On physical examination the patient presents 
sharply defined, slightly raised, circular lesions 
over the left arm, the left anterior thigh and lateral 
aspects of the left leg, the posterolateral aspect of 
the right thigh, and the sternum. The skin within 
these areas is a reddish-brown color, and the sur- 
face of all of the lesions is covered by a fine scale, 
with a slight suggestive infiltration in the areas. 
There is a fine wrinkling of the skin of the lesions, 
giving the appearance of lichenification. 

Laboratory examinations, including a complete 
blood cell count and urine analysis, were within 
the range of normal. 

On Oct. 22, 1956, a biopsy specimen from a lesion 
on the right thigh was sent to Dr. H. Z. Lund for 
pathological examination. He reported the follow- 
ing findings. 

“There is an intense infiltration of lymphocytes 
and histiocytes in the upper cutis. The nuclei of 
these cells vary moderately in size. Some have a 
reticular pattern. The infiltrate extends deeply 
around the hair follicles and there is a slight scat- 
tering of similar cells in the reticular layer of the 
cutis and in the subcutaneous fat. The epidermis 
is moderately hyperplastic. There is a slight degree 
of hyperkeratosis. Some of the lymphocytes ex- 
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tend into the basal layer of the epidermis and into 
the external sheath of the follicles. There are 
melanophages in the upper cutis and some of the 
histiocytes more deeply situated contain faint 
granular yellow pigment. 

“The intensity of infiltration and the moderate 
variation in the nuclear characteristics of the in- 
filtrate are strongly suggestive of a mycosis 
fungoides but a definite diagnosis cannot be given. 
The lesion lacks eosinophilia, which is the usual 
finding in mycosis fungoides, but this is not an 
essential part of the picture.” 


Discussion 


Dr. S. I. Sato: I should like to stress that we 
are presenting this as the premycotic stage. The 
diagnosis of parapsoriasis en plaque had been en- 
tertained for many years in this case. 

Dr. H. N. Cote Jr.: In my opinion this man has 
a lymphoma. In studying the section, there are 
three characteristics here of six that we look for 
in mycosis fungoides. There is an infiltrate in the 
corium, deeper than you would expect with simply 
nonspecific inflammatory infiltrate. Secondly, there 
is a multiplicity of cell types. Finally, the third 
criterion is the difference in the staining quality 
of the chromatin granules in the nuclei. It is true 
that there are no immature reticulum cells and 
not a lot of mitotic figures, although there are 
some. 

I think that this man definitely has a lymphoma. 
I could not make an out-and-out diagnosis of my- 
cosis fungoides at this time. 

Dr. G. A. DeEOreEo: Dr. Howard Fox taught that 
in any given area showing scaling, erythema, and 
induration mycosis fungoides must be considered. 
I think that these were exhibited in this case, and 
so that would support the pathological impression 
that this is a lymphoma. 

Dr. H. N. Core Jr.: I do not think that this 
early, until a definite specific diagnosis is estab- 
lished, you can use anything too radical, like 
mechlorethamine hydrochloride, but I think that 
intelligently administered roentgen therapy would 
be the treatment of choice. 

Dr. E. W. NETHERTON: Have the lesions been 
treated ? 

Dr. S. I. Sato: They were treated at the onset 
with x-ray, five or six treatments about 15 years 
ago, and nothing happened at that time. Since then 
there has been no treatment. 

A Case for Diagnosis: Probable Cervicofacial 
Actinomycosis. Presented by Dr. E. S. Kozi- 
KOWSKI. 

A woman aged 69 has been affected by recurrent 
areas of swelling of the neck and postauricular 
area for the past two years. These were originally 
excised as infected lymph nodes, but new ones 
continued to appear. The swellings would appear 
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as small tender nodules under the skin; the over- 
lying skin would appear erythematous. These 
would progress to 3 to 5 cm. in size and then would 
usually break down, discharging a sanguinopurulent 
material. The swelling would gradually subside, 
but lesser amounts of discharge would continue 
periodically from deep sinus tracts. 

Findings on a biopsy made Sept. 11, 1957, re- 
vealed acute and chronic granulomatous inflamma- 
tion of the subcutaneous tissue. A careful search 
of specimens failed to reveal any specific etiology. 
The laboratory findings were within normal limits, 
except for mild anemia and slightly elevated sedi- 
mentation rate. X-ray findings were essentially 
normal except for a nonfunctioning gallbladder. 

Repeated mycologic examination failed to reveal 
any organisms; repeated aerobic and anaerobic 
cultures failed to reveal any growth. Sulfur 
granules were noted on one dressing, but they 
failed to provide any growth on culture. 

This patient has had the best improvement on 
Gantrimycin, 4 gm. a day, but despite continued 
administration similar lesions have continued to 
develop. Various other antibiotics, including 
sulfonamide and potassium iodide, gave similar 
initial improvement and then gradual regression, 
with new lesions forming. Her general health has 
improved, and she has gained weight and is able 
to do more work without being fatigued. 


Discussion 


Dr. E. S. Koztxowsxr: I should appreciate 
hearing about diagnosis and suggestions as far as 
treatment is concerned. 

Dr. J. R. Driver: I think that had this been 
actinomycosis there would not have been very much 
difficulty about making a diagnosis. It looks to 
me like a tuberculid, like scrofuloderma. 

Dr. E. W. NETHERTON: My opinion of this case 
is practically that just expressed by Dr. Driver. 
I feel that the condition is a granulomatous process 
and that scrofuloderma or a deep fungus infection, 
such as actinomycosis, must be considered. I was 
unable to detect the presence of any enlarged lymph 
nodes beneath the discharging sinuses, such as one 
would expect to be present in a case of scrofulo- 
derma. The possibility of a dermatitis factitia must 
be considered ; however, the lesions do not have the 
artificial appearance to justify such a diagnosis. 

Dr. F. M. McDonatp: I think that it is a 
granulomatous disease and should like to suggest 
tuberculosis of the hypoderm (Wende) and suggest 
trying nicotinic acid hydrazide. 

Dr. G. A. DeEOrEo: Are there any remnants of 
teeth in the jaw? 

Dr. E. S. Koztkowskt: Complete x-ray studies 
were done, and only the nonfunctioning gallbladder 
was noted. Cultures of her smooth atrophic tonsils 
have not been done. 
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Dr. J. A. GAMMEL: It should not be too difficult 
to come to a definite diagnosis, but it will require 
some laboratory work. If. the condition is 
tuberculous, the histologic picture should reveal it. 
I do not think that we are dealing with actinomy- 
cosis of the classical type. There is quite a bit of 
normal tissue between the active lesions. We have 
to think of one of the rare mycoses. About 1928 
I saw, with Dr. Puestow, of Madison, Wis., a case 
in a young college girl in about the same area, 
extending to the axilla. It was possible to cure 
this patient with wide excision. The cultures which 
Dr. Puestow sent me were Aspergillus nidulans. 

If you want to get pure cultures of the causative 
agent, the material should be taken, if possible at 
all, from early closed lesions. It should be planted 
on various media, some under anaerobic conditions 
on media suitable for Actinomyces bovis. Mycotic 
granules are often hard to find. A piece of linen 
on which boric acid ointment has been spread 
should be held in place over a draining sinus for 
24 to 48 hours. The surface should be searched 
for granules and, likewise, any solution used to 
rinse the sinus should be searched. Microscopic 
examination of granules thus found enables us to 
differentiate between actinomycosis and maduro- 
mycosis. In actinomycosis you find either club- 
shaped hyphae in the periphery or very fine hyphae 
of not more than ly diameter. Actinomyces bovis 
is very difficult to grow; many granules are not 
viable. In maduromycosis, the hyphae are 3u to 8u 
and more in diameter. Secondary infection may 
render isolation of the fungus difficult if special 
isolation media are not used. In case more lesions 
are excised, I should suggest examining about every 
10th section so that small mycotic foci cannot be 
missed. 

Dr. E. S. Koztkowskr: This patient has im- 
proved considerably since I first saw her, as at that 
time there were so many draining sinuses and such 
firm induration of both sides of her neck that she 
was unable to turn or flex her head. Aspiration of 
cystic “presinus” lesions failed to demonstrate 
bacteria on smear and guinea pig inoculation or 
fungi on microscopic examination or aerobic and 
anaerobic cultures. 

Erythema Perstans. Presented by Dr. J. R. Driver. 

A Case for Diagnosis. Presented by Drs. A. E. WALKER 
and J. J. Stewart. 

Dermatitis Medicamentosa, or Ruiter’s Allergic Cutaneous 

Vasculitis. Presented by Dr. G. W. BINKLEY. 


Discoid Lupus Erythematosus. Presented by Dr. E. 5S. 
Koz1tkowskI. 

Colloid Pseudomilium. Presented by Dr. E. J. Arpay. 

Generalized Gr 1 A lare with Lesions Clinically 


Presented by Dr. H. N. Coe 





Resembling Sarcoidosis. 
Jr. 
Lichen Sclerosus et Atrophicus. Presented by Drs. W. 
P. Lascueip, L. W. Potts, and W. E. CLENDENNING. 
A Case of Idiopathic Hirsutism, Treated with Low Dosage 
of Hydrocortisone. Presented by Dr. G. M. Stroup. 
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CLEVELAND DERMATOLOGICAL SOCIETY 
Oct. 24, 1957 

Clinicopathologic Conference 


Dr. Ropert SHUMWAY, Chief of Medicine, 
Crile Veterans’ Administration Hospital 


Dr. RicHarpD StouGHToNn, Director of 
Dermatology, University Hospitals 
Dr. Wrtt1aAmM Mornincstar, Chief of 


Pathology, Crile Veterans’ Administration 
Hospital 


Dermatitis Herpetiformis. Presented by Drs. A. 
E. WALKER and J. J. STEWART. 


A 30-year-old white man has experienced an itchy 
burning eruption of the extensor aspects of the 
arms, buttocks, thighs, and back of the neck for 
the past year. It has been present almost con- 
tinuously both winter and summer and seems un- 
affected by the patient’s environment, habits, 
occupation, or food ingestion. The patient denies 
allergies. 

His general health has always been excellent. 
There are no allergies. The family history is non- 
contributory. 

On examination, a grouped, excoriated, ery- 
thematous, papulovesicular eruption is seen over 
the extensor aspects of the forearms and elbows, 
on the back of the neck, and to a lesser degree on 
the buttocks, especially around the sacral area, the 
thighs, and the popliteal areas of the lower extremi- 
ties. 

Serology was negative. The hemogram revealed 
6,590,000 red blood cells, 9450 white blood cells, 
and hemoglobin 16.8 gm. per 100 cc. ; the differential 
eount showed 60% segmented forms, 36% lympho- 
cytes, 2% eosinophils, and 2% The 
urinalysis was not remarkable. 

The report of the histological examination was 
as follows: “Section shows a subepidermal vesicle 
in the mid-portion and several smaller vesicles are 
present. They are partially filled with fibrin and 
leucocytes, including many eosinophils. The ad- 
jacent dermis shows infiltration with similar cells.” 


basophils. 


Sulfapyridine, 0.5 gm. t. i. d., gave 85% improve- 
ment in a two-week trial. Chlor-Trimeton, 0.008 
gm. t. i. d., afforded no subjective or objective im- 
provement. 


Dermatitis Herpetiformis. Presented by Drs. A. 

E. WALKER and J. J. STEWART. 

An 8-year-old white boy has had a_ severely 
pruritic eruption of the elbows, nape of the neck, 
scapular areas, buttocks, and face for almost a 
year. There has been no seasonal variation in the 
eruption and no allergic history. The patient has 
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poor dentition, and all of his first teeth were ex- 
tracted for possible etiological association with the 
dermatitis. 

There is a grouped, excoriated, erythematous, 
vesiculopapular eruption of the posterior aspects 
of the neck and occiput, face, scapular area, ex- 
tensor aspects of the elbows, buttocks, and thighs. 
It is symmetrical in distribution. There is sug- 
gestive hyperpigmentation in areas. 

His general health has been good. There have 
been no allergic manifestations. 

The patient’s maternal uncle has had dermatitis 
herpetiformis for the past 15 years. 

Urinalysis was not remarkable. The hemogram 
revealed 4,500,000 red blood cells, 4450 white blood 
cells on one count and 5150 on another, and a 
hemoglobin of 12.4 gm. per 100 cc. The differential 
count showed 52% polymorphonuclear cells, 42% 
lymphocytes, 2% monocytes, and 4% eosinophils. 

When first seen in April, 1957, the patient was 
given sulfapyridine, 0.25 gm. t. i. d., which gave 
complete relief. This was gradually reduced to 
find the maintenance dosage, but any decrease below 
the initial level caused exacerbation of the symp- 
toms. A trial of nicotinic acid, 50 mg. t. i. d., was 
not effective (although possibly the druggist gave 
the amide preparation). On Sept. 16, 1957, the pa- 
tient was given Kynex, 0.24 gm. b. i. d., with 
complete relief of symptoms. This is being 
gradually reduced. 


Discussion 


Dr. I. L. ScHoONBERG: The second case shows 
resolution, with areas of desquamation. It is in- 
teresting that Dr. Walker did try some of the 
newer sulfonamides and that resolution took place 
in the second case. Sulfapyridine is the drug of 
choice. It would be interesting to see the results of 
nicotinic acid therapy as reported by Drs. Binkley 
and Johnson in this case. 

Dr. G. A. DeOreEo: I have observed in a number 
of cases of Duhring’s disease that lesions appear 
on the rim of the helix of the ear long before they 
do anywhere else. The first case presented today 
shows some lesions on the ears. The second case 
shows complete resolution of the lesions. The 
mother told me that this boy also had blisters on 
his ears at one time. 

Dr. G. M. Stroup: In view of the untoward 
reactions reported with Kynex, I wonder if any 
of you have had any experience with the drug? 

Dr. Metvin Bropy: I tried Kynex in one case 
for about a month. He had been taking sulfapyri- 
dine for 10 years. One tablet of Kynex a day is 
enough to keep him in remission. The dosage of 
Kynex has been cut down, according to the news- 
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letter accompanying the drug, to about one-half of 
what Lederle originally recommended. 

Dr. G. H. Curtis: There is a report of five cases 
of severe hemorrhagic reactions, with ecchymosis 
or purpuric spots, following the use of this drug. 
I think that we should be warned that this is 
another drug which should be administered with 
caution. 

Dr. RicHArRD STOUGHTON: I saw a patient re- 
cently who was treated with Kynex for a week 
for an upper respiratory infection. He had a severe 
generalized hemorrhagic eruption, lymphadeno- 
pathy, and fever (temperature of 104 to 105 F) 
of three days’ duration. The blood level of sulfon- 
amide was 8.1 mg. per 100 cc. Two days later it 
was 4.1 mg. per 100 cc., and a week later he still 
had detectable amounts in the blood. His clinical 
course improved when Kynex was withdrawn and 
followed closely the declining blood level of sulfon- 
amide. I feel that this is a dangerous drug. 

Dr. G. W. BrinKktey: I would prefer sulfapyri- 
dine over the other sulfonamides. However, 
nicotinic acid, when it is effective, is preferred overt 
all the other drugs. Niacin is pyridine-3-carboxylic 
acid. Roniacol is related to it, and there are other 
forms of pyridines which are effective in dermatitis 
herpetiformis and collagen diseases. For example, 
Zarafonetis and Curtis use potassium p-amino- 
benzoate in these conditions. Apparently a compound 
with a benzene ring containing a nitrogen atom or 
the amino group in the para position has a pro- 
found effect in producing normal metabolism of 
the skin. 

Because Niacin is a nontoxic pyridine, we pre- 
scribe it first in dermatitis herpetiformis. As Dr. 
Johnson and I look back to our series of 12 cases 
of dermatitis herpetiformis studied in 1948 and 
1949, wherein we reported only 50% response, we 
speculate as to whether the number of responses 
could not have been higher. There is no doubt 
that pharmacists have at times substituted niacin- 
amide for the nicotinic acid. Niacinamide will not 
suppress dermatitis herpetiformis. Also, niacin will 
not lower hypercholesteremic blood levels. The free 
nicotinic acid does lower cholesterol in the blood. 

Dr. M. B. GoLpsteIn: Does anyone have any 
experience with Roniacol ? 

Dr. G. W. Binktey: Dr. Arthur Woodburn has 
used it with success in a number of cases, accord- 
ing to a verbal report. 


Lichen Ruber Moniliformis. Presented by Drs. 
T. SzocomajeR, B. Das, and D. SEvASTIANOs. 
A 48-year-old white man, employed in the 

laundry department of Cleveland City Hospital 

has been followed in the Dermatology Department 
of that hospital since 1950. He was presented to 
the Cleveland Dermatological Society in 1950 and 

1954 with the diagnosis of lichen myxedematosus. 
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Careful studies of biopsy specimens taken on 
several occasions have failed to reveal mucin de- 
posits compatible with the diagnosis of lichen 
myxedematosus. The patient was reevaluated in 
September, 1957. 

Some 10 years ago the patient noted papules on 
both elbows. The lesions increased in size and ex- 
tended onto the forearms, arms, and chest. Four 
years ago he noted papules on his forehead, and 
the process became generalized, being most marked 
on the upper part of the body. The dermatosis has 
been pruritic and especially troublesome in summer. 

On examination there is a generalized, papular, 
erythematous eruption, particularly marked on the 
face, scalp, neck, and antecubital areas. There is a 
linear keloid arrangement of the lesions in the 
antecubital regions. Over the elbows and the knees 
the lesions are more nodular, very dense, and some- 
what waxy. On the legs are small papules which 
are the incipient keloidal bands, according to the 
patient. He cannot open his mouth widely or 
wrinkle his forehead, owing to the skin involve- 
ment. Small skin-colored papules are also present 
on the mucosa of the cheek and soft palate. 
Epicritic sensation is lost on the cheeks, forehead, 
and neck. 

Extensive blood chemistries and x-ray studies 
were within normal limits. 

Findings on biopsies from a_ keloidal band, 
larger papules on the elbows, and early lesion, 
were reported by Dr. Hamilton Montgomery as 
follows: “It was surprising how little inflammatory 
reaction was to be seen. All three biopsies showed 
homogenization of the connective tissue and 
hyalinization and some fibrosis, all of which would 
be consistent with the end stage of a lichen ruber 
moniliformis. Small amounts of mucin present in 
one biopsy are totally inadequate for a diagnosis 
of lichen myxedematosus.” 


Discussion 


Dr. G. A. DeOrEo: The etiology and treatment 
of lichen ruber moniliformis are not known. It was 
first described as a form of lichen planus, which it 
is not. Kligman suggests that it may be a form 
of neurodermatitis. This patient presents the 
classical lesions of this disease, namely, papules 
arranged like beads in a necklace, particularly on 
the neck and flexor surfaces of the body. The 
protocol indicates that Dr. Hamilton Montgomery 
found amounts of mucin present in one _ biopsy 
specimen that were not adequate to justify the diag- 
nosis of lichen myxedematosus, which also must 
be considered in this case. In view of the clinical 


picture and absence of significant amounts of 
mucinous material, I should think that the case 
might better be classified as lichen ruber monili- 
formis. 
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Dr. I. L. ScHonserc: As I recall, in the original 
article by Wise and Rein they described the lesions 
which occur in lichen ruber moniliformis as bead- 
like papules. It is such a rare condition that none 
of us get to see more than two or three cases in a 
lifetime. I believe that from the clinical picture 
of papules in linear arrangement this case would 
fit in with the description of Drs. Wise and Rein. 

Dr. RutH R. RAuSCHKOLB: The reason we re- 
introduced this case was because we are unable, 
after repeated biopsies, to classify it as a case of 
lichen myxedematosus. The pictures in the article 
you refer to by Wise and Rein and the material 
which has been sent to Dr. Montgomery, who saw 
this case, and Dr. Coombs, who saw the case 
described by Wise and Rein, leave little doubt that 
this is a case of lichen moniliformis. 


Parapsoriasis Retiformis; Parakeratosis Varie- 
gata. Presented by Drs. T. Szotomayjer, B. Das, 
and D. SEVASTIANOS. 


A 26-year-old Negro was first seen in the 
Emergency Room of Cleveland City Hospital on 
Oct. 2, 1957, with the “flu.” A generalized papulo- 
squamous eruption was noted. The patient stated 
that it started eight years ago with a small 
pruritic lesion on the anterior abdominal wall. The 
process slowly progressed and within three years 
was generalized. It becomes worse in winter. He 
has been treated with calcium injections and 
various ointments and lotions by several physicians, 
with no significant improvement. 

The patient is a well-developed well-nourished 
Negro man with a generalized papulosquamous, 
slightly pruritic eruption, exempting only the 
palms, soles, mucous membranes, and nails. The 
scales are fine, silvery, and can be easily removed. 
No Auspitz sign is demonstrated. There are some 
lichenified areas on the knees and elbows. 

Laboratory studies revealed a 7% eosinophilia 
but were otherwise negative. 

The biopsy specimen showed hyperkeratosis, 
parakeratosis, acanthosis, acute and chronic inflam- 
mation, and liquefaction degeneration of epithelial 
cells. 


Discussion 

Dr. J. A. KENNEY Jr.: This entity is certainly 
a very puzzling one and a somewhat controversial 
one. It is a group of diseases for which we do not 
know the cause. Most of the descriptions up to 
the present time have had to do with minute 
morphologic variations between the various entities 
comprising the group. There are two types which 
are well defined: the guttate type and parapsoriasis 
en plaque. The lichenoid or retiform type, which 
bears a close resemblance to lichen planus, has 
been the center of controversy. McCarthy in 1942 
did not feel that this was a true entity, although 
Montgomery has held the opposite view. Ingram 
has felt that pityriasis lichenoides chronica of 
Juliusberg should be discarded and that acute 
parapsoriasis should be taken completely out ort 
this group of diseases. One need only mention here 
the discussion which has gone on for some years 
as to whether or not parapsoriasis en plaque is a 
premycotic form of mycosis fungoides. 

The patient shown today is, I think, most in- 
teresting. If his disease is indeed parapsoriasis, 
then he would have to be classified in the retiform 
or lichenoid group. There is, however, one serious 
consideration in his case. He does have a fairly 
extensive drug history. He has been taking “666 
Cold Preparation” and acetylsalicylic acid, as well 
as various other drugs, very recently. One will 
have to observe this patient for a period after he 
has been without his drugs in order to be certain 
of the diagnosis. Certainly morphologically he does 
fit into the parapsoriasis group. 

Dr. W. W. Murpny: I think that there are a 
number of features in this case that are a little 
different from parapsoriasis. First, the eruption 
itches; second, it is a little more infiltrated than is 
parapsoriasis. I would be a little more inclined to 
call it a probable drug reaction. 


Neurotie Exeoriations (Ulerythema Sycosiforme?). Pre- 
sented by Dr. RutH R. RauscHKOLB. 
Diseoid Lupus Erythematosus. Presented by Drs. T. 


Szotomajser, B. 
Urticaria Pigmentosa. 
KoziLkowskI. 
Fox Fordyce Disease; 
Presented by Drs. 
SEVASTIANOS. 


Das, and D. SEvASTIANOS. 


Presented by Dr. Epwarp 5S. 


Lichenoid Eruption of the Axillae. 
T. Szotomajer, B. Das, and D. 
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Porphyria Cutanea Tarda. Presented by Dr. 

PauL D. Foster. 

For approximately three years, the patient, a 
48-year-old white man, has noticed that the skin 
of his hands bruises easily, producing vesicles and 
bullae. 

There is no history of jaundice or of abdominal 
pain. The only operation which this patient has 
undergone is a tonsillectomy. 

Family history and past history are irrelevant. 

Physical examination shows a picture consisting 
of active and healing vesicobullous lesions on the 
dorsa of the hands. Some are crusted, and some, 
raised and inflamed. There are no similar lesions 
on the face, although the patient does present a 
change of consistency and color of the skin. He 
also has many small sebaceous cysts of the face. 

Laboratory work was essentially normal. 

Urine chemistry (10-8-57): Porphobilinogen, 
negative; uroporphyrin, faintly positive; copro- 
porphyrin, faintly positive. 

Biopsy report (Dr. Wilbert Sachs): Subepi- 
dermal bullae. While this is probably an epidermol- 
ysis bullosa, we are unable to rule out the 
possibility of a toxic erythema multiforme type of 
reaction, 

Course: The patient was given chloroquine in 
doses that over the next two months ranged from 
250 to 1000 mg. per day. He has used white pro- 
tective gloves whenever exposure to sunlight was 
anticipated. 

Under this regimen, there are little or no im- 
provement. On Aug. 30, treatment with sulfapyri- 
dine, 1.5 gm. per day, was begun. He has 
concurrently received prednisolone in doses of 15 
mg. per day and 40 units of corticotropin each 
At present, his condition seems somewhat 
improved. 


week, 


Porphyria Cutanea Tarda. Presented by Dr. 

Pau D. Foster. 

The patient, a 47-year-old white man, states 
that after a scratch on the back of his left hand 
in July, 1956, he has had recurrent bullae over the 
dorsa of both hands, on the wrists, and on the 
lower forearms. Numerous lesions have developed 
on the face, although they have never appeared 
as bullae. With the exception of several short 
periods, some lesions have been continuously pres- 
ent since the date of onset. 


Received for publication Dec. 23, 1957. 


618 


A, M. A. ARCHIVES OF DERMATOLOGY 


There is no history of jaundice or of a positive 
serologic test for syphilis. In 1952 and again in 
1956, there were attacks of right lower quadrant 
pain which were first thought to be appendicitis 
and were subsequently diagnosed as “lower colon 
pain.” There has been no major surgical procedure. 

The patient drinks 2 qt. of beer a day. 

Family history is negative. 

Past history: In 1954, x-rays of the chest demon- 
strated diffuse interstitial fibrosis of both lungs, 
with a large right upper hilar calcification. 
Bronchoscopy at this time was essentially normal. 
CBC and sedimentation rate were within normal 
limits. In 1955, a fibroma was removed from the 
right breast. 

In childhood, the patient was suspected of having 
diabetes. A strict diet was followed for one year, 
and there were no further symptoms and no sub- 
sequent treatment was required. 

Laboratory work was negative except as follows. 
Microscopic examination: Occasional epithelial and 
pus cells and scattered amorphous material. 
Uroporphyrin: Positive. Porphobilinogen: Nega- 


tive. (On one occasion, the urine was reported 
“rusty.”) Blood cell count: Normal. Icterus in- 
dex: 23. Biopsy report: Subepidermal _ bullae 
compatible with porphyria. Cephalin-cholesterol 


flocculation test: 3+. Serologic test for syphilis: 
Negative. 

Course: The patient was given chloroquine in 
dosages varying from 500 to 1000 mg. For the past 
four months, he has shown modest response in that 
there have been temporary periods in which the 
number of lesions per week was reduced. On one 
occasion since the patient has been under treatment 
he has noted red urine. 

In addition to the use of chloroquine, the patient 
was given a sun-protective lotion, and he has worn 
white protective gloves whenever his work required 
exposure to sunlight. 


Discussion 


Dr. A. FLETCHER HALL: I wish to recommend 
John Belisario’s treatment for this: sodium citrate 
by mouth. I consider this condition to be a form of 
acquired epidermolysis bullosa, and I believe that 
these cases are very beneficially influenced by 
sodium citrate in a dosage of around 15 grains 
(0.971 gm.) t.i.d. by mouth. I have had several 
cases that are dead ringers for this one, showing 
evidence of sun sensitivity, and it seems to me that 
the skin tends to form bullae in response to trauma 





pa 
at 

er 
im 


in 


at 
he 
ne 
nt 


nt 


nd 
ate 

of 
hat 


ins 
ral 
ing 
hat 
ma 





UMI 


SOCIETY TRANSACTIONS 


to a much greater degree after exposure to the sun 
or during the summer. 

Dr. SAMUEL Ayres JR.: I noticed that in the 
second case the cephalin cholesterol test was 3+. 
Was there any evidence of liver damage in the 
first patient? I don’t recall whether any sulfo- 
bromophthalein tests were done. I think that all 
the cases that I have seen with porphyria cutanea 
tarda had very definite evidence of liver damage. 

Dr. Epwin T. WricutT: I agree that these two 
patients have porphyria cutanea tarda. This brings 
up the question, what is porphyria? If you read 
the older literature, you will find that a number 
and_ bullous de- 
scribed as being examples of porphyria. However, 


of vesicular diseases have been 
the more recent literature always stresses the im- 
portance of uroporphyrin and not the other 
porphyrins, such as coproporphyrin. In these two 
cases uroporphyrin was present. When possible, 
it is desirable to do quantitative testing of 24-hour 
urinary levels. Dr. Foster informed me that he 
was unable to get the laboratory to perform quanti- 
tative studies. It is interesting that these patients 
received chloroquine. Dr. Linden of our staff re- 
ported a case (California Med. 81:235-238 |Sept.] 
1954) of porphyria which developed while the 
patient was being treated with chloroquine for 
discoid lupus erythematosus. It would seem that 
chloroquine might be of some value in this disease 
since the lesions are usually on the light-exposed 
areas. After Melby, Street, and Watson 
(J. A. M. A. 162 :174-178 [Sept. 15] 1956) published 
their paper on the use of chloropromazine in the 
treatment of porphyria, we used this drug without 
benefit in one patient with porphyria cutanea tarda. 

Dr. SAMUEL Ayres III: We saw the patient in 
November, 1955, at which time the eruption had 
been present on the hands for two to three months. 

The patient acknowledged that he had been con- 
suming alcohol in fairly heavy amounts prior to 
that time. Porphyrins were present in the urine 
and the sulfobromophthalein liver-function _ test 
revealed 12% retention at 30 minutes and 8% at 
45 minutes. The normal values are 5% to 7% and 
0%, respectively. The cephalin cholesterol floccula- 
tion test was negative. He was instructed to dis- 
continue the intake of alcohol completely and to 
follow a diet relatively high in protein and low in 
fats. 

Liver supportive therapy was started in the form 
of crude liver injections and prescriptions 
Methischol, 2 capsules t. i. d. and Sur-Bex with C, 
1 capsule t. i. d. 


for 


Our diagnosis was porphyria cutanea tarda. The 
patient was lost from observation after eight visits 


at one- to two-week intervals. At this time the 
eruption was still present, although somewhat 
improved, 


Dr. PAut D. Foster: These two men had ap- 
proximately the same history, beginning three to 
four years ago, each having at times had red or 
rusty urine, and one man was hospitalized because 
of.red urine. After an extensive work-up in the 
hospital, it was found that this was not blood, and 
in a few days it cleared up, and so he was dis- 
charged. It is interesting to note that both have 
bullae and scarring on the hands and that the face 
of one shows bullae and the faces of both show 
As 
far as porphyria cutanea tarda being the same 


increased pigmentation and signs of atrophy. 


condition as epidermolysis bullosa, it is my opinion 
that the two diseases are entirely separate and have 
an entirely different etiology. In the course of years 
I have diagnosed a number of cases of bullous 
dermatitis of the extremities epidermolysis 
bullosa, but never have we been able to find the 
uroporphyrins or coproporphyrins present. When 
these two men were first seen in the office, they 


as 


both showed a strongly positive uroporphyrin and 
content in their urine. At the 
present time one shows a weakly positive reaction 
and the other, a strongly positive reaction to the 
uroporphyrin and coproporphyrin. The laboratory 
was unable to determine the exact amount of por- 


coproporphyrin 


phyrins present in the urine in relation to micro- 
grams of the different types of porphyrin present. 
Dr. Maner did say that when they reported a case 
as positive it meant 
clinically significant. 


strongly positive and was 
In both instances the liver- 
function test showed that the liver was not func- 
tioning properly. One man was a heavy drinker; 
the other man was a relatively light drinker as far 
Neither patient 
diabetes or had a diabetic familial history. 


as alcohol is concerned. had 
30th of 
these patients fell into Brunsting’s classification in 
that the 


decade of life; in both of them it was considerably 


the disease in both occurred in fourth 
aggravated by sunlight, and there was a marked 
change in the skin of the hands in both and of the 


face in one. Both had occasional red urine, and 


they both presented uroporphyrin and copropor- 


phyrin. 


Lichen Myxedematosus. Presented’ by Dr. JoHN 

D. RoGers. 

This 29-year-old Negro man was first observed 
in the Veterans’ Administration Hospital at Saw- 
telle in April, 1957. At that time, he had noted 
soreness of the joints with nodules about the face 
and hands which had been present for about 3% 
months, thus making a total duration to date of 
about 10 months. While in the hospital, he was 
given an extensive work-up, with no positive find- 
for positive PPD, histoplasmin, and 
skin 


ECG. He was considered to have atypical rheuma- 


ings except 


Trichinella tests, and a_ slightly abnormal 
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toid arthritis. At no time has he appeared ill. He 
has had no thyroid operations. 

Physical examination at the present time reveals 
numerous firm subcutaneous nodules of variable 
size located above the eyebrows, cheeks, nose, 
occipital region, extensors of the elbows, wrists, 
and in relation to the tendons of the hands. Three 
nodules are also located at the upper end of the 
intergluteal cleft. The nodules seem to be somewhat 
translucent. They are painless. Their presence 
about the face tends to give a leonine expression. 
There is no limitation of motion, although tight- 
ness of the hands is present. 

A remarkable feature of the process is the 
presence of several well-defined plaques composed 
of discrete, firm, lichenoid, somewhat translucent 
papules and nodules arranged in a roughly linear 
fashion. Most notable of these is a rhomboidal 
plaque about 12 cm. in size located in the occipital 
region. Other large plaques consisting of smaller 
papules are located in a somewhat symmetrical 
way on the lateral surfaces of the arms, trunk, 
abdomen. Such terms as “bead-like” 
“shagreen skin” might well be used in describing 
these lesions. There is no itching. No lesions are 
to be found on the lower extremities. 

Laboratory data: Urinalysis and VDRL nega- 
tive. Albumin 3.2 gm. per 100 cc., globulin 3.7 gm. 
per 100 cc., protein-bound iodine 4.5ug. per 100 
Urine negative for Bence Jones protein. 
Normal blood cell count. X-ray of hands, skull, 
and lumbosacral spine, negative. 


and 


ce. 


Biopsy specimen from neck: When the biopsy 


specimen was taken from the neck, a_ glary 
mucinous slimy material exuded. The section shows 
moderate hyperkeratosis and acanthosis, with 


marked pigmentation of the basal layer. Below 
this is a zone of collagen which is almost normal 
except for a moderate degree of lymphocytic in- 
filtrate. Especially in the upper corium and to 
some extent in the midcorium is seen marked 
edema, with separation and fragmentation of the 
collagen bundles. A mucicarmine stain is positive 
for mucin. Amyloid is negative. The histopatho- 
logical changes are those of a mucoid state. 

A specimen was also removed deeply from the 
right This likewise shows mucinous 
changes of the corium. In addition, the corium 
is abnormally thick and does not show normal 
appendages. 


eibow. 


Discussion 


Dr. Epwin T. Wricut: The differential diag- 
nosis in this case brings up several possibilities ; 
namely, myxedema associated with hypothyroidism, 
with hyperthyroidism, and with no disturbance of 
the thyroid gland, the latter being lichen myx- 
edematous. This patient has no detectable dis- 
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turbance of the thyroid. The other consideration 
is amyloidosis, i. e., primary systemic amyloidosis, 
primary cutaneous amyloidosis, and secondary 
amyloidosis. Skin lesions are rare with the last 
type. Frequently the diagnosis depends upon the 
histological picture, since the clinical appearances 
of amyloidosis and myxedema can be similar. We 
were unable to get positive stains for mucin or 
amyloid. I should like to compliment Dr. Rogers 
for being able to obtain positive mucin stains. 

Dr. Joun D. Rocers: I thought that the case 
was particularly interesting because of the rarity 
of such lesions. When I first saw him, I, like some 
others, thought of dermatitis papillaris capillitii 
on the nape. He said that the lesions appeared out 
of the blue sky and that at the same time he 
noticed the nodules and the various plaques that 
occurred more or less symmetrically over the arms 
and the chest. He did mention the fact that, al- 
though he had no limitation of motion of the hand, 
the hand felt tight when he attempted to do any 
work. We performed a biopsy at once, and, as has 
already been stated, upon taking the biopsy, slippery 
mucinous material exuded and at once gave a little 
clue as to what might be the underlying histo- 
pathology. 

It has been suggested that hyaluronidase be 
used, but it seems as though some reports have not 
been very conclusive as to any beneficial effect. 
This patient has had some small doses of steroid 
in the form of Meticorten, and it seems as though 
the nodules have subsided a little bit. 


A Case for Diagnosis: Thomson’s Poikiloderma; 
Ectodermal and Mesodermal Dysplasia with 
Osseous Involvement (Cole et al.); Roth- 
mund’s Syndrome? Presented by Dr. S. W. 
BECKER and (by invitation) Dr. D. G. Linpsay. 
This unmarried 21-year-old white girl 

erythematous defects of the skin of her entire 

body at birth. She has had difficulty with recur- 
rent inflammatory reactions of her skin and her 
skin has always been easily irritated. She was 
seen at about 1% years of age at the Children’s 

Hospital at Marquette, Mich. and was presented, 

she believes, to a group of dermatologists there. 

They could not explain her difficulty and did not 

offer any suggestions for treatment. When she 

was about 5 years of age it was noticed that she 
had marked loss of visual acuity of the right eye, 
and glasses were prescribed. She was relatively 
free from symptoms throughout her childhood, 


had 


except that in the areas where her skin defect was 
most prominent, particularly on the extensor as- 
pects of the arms and legs, she would develop 
recurrent attacks of erythema and swelling, ac- 
companied by a burning sensation. She has not 
had any attacks of this sort for the past year. 
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Heat or cold would seem to precipitate them. If 
this process had begun, a shower or hot bath would 
seem to accelerate it. She denies ever having had 
any x-ray therapy. Sun exposure usually gives no 
difficulty, but she believes that exposure has at 
times brought on the aforementioned attacks of 
erythema. 

On Sept. 13, 1944, because of some erythematous 
vascular tumors about 1 cm. in diameter which 
occurred about the knees, a biopsy specimen was 
sent to the University of Michigan. Diagnosis 
was a congenital hemangioma with a fibrolipom- 
atous element. Atypical adipose tissue was found 
in the subpapillary layer of the corium. 

There was no change in the skin at puberty. 
Questioning of the patient reveals no family his- 
tory of skin disease of any kind. 

Physical abnormalities are limited to the skin. 
On the central scalp mottled retiform atrophy, 
telangiectasia, hyperpigmentation, and hypopig- 
mentation are noted, producing a lesion similar to 
those elsewhere on her body. The skin of the face 
shows mottled pitting atrophy, with occasional 
telangiectatic areas and localized areas of increased 
or decreased pigmentation. On the left side of the 
neck there is a circular area about the size of a 
quarter which shows scarring, depression, atrophy 
and hyperpigmentation. On the skin of the arms 
there are areas, which tend to be linear in arrange- 
ment, which depression, atrophy, 
telangiectasia, hyper- and hypopigmentation, and 
in some areas scar tissue. The lesions have non- 
distinct borders. They are nontender, nonpruritic, 
and arranged in a retiform or poikilodermic pat- 
tern. Similar lesions are located all over the body. 
Scarring and hyperpigmentation is more marked 
in areas around the elbows and knees. Depressed 
scars, hyperpigmentation, and telangiectasia are 


consist of 


more marked beneath the shoulder blades. On the 
lateral upper gluteal areas are plaques with 
telangiectasia. There is no definite erythema any- 


where. The abdomen is relatively free of lesions. 
The digits of the hands and feet are short and 
show aplasia of the nails, with splitting, diminu- 
tion in size, or complete absence (nail of the first 
digit). There is syndactylia of the third and 
fourth digits of the hands and feet. The nails of 
the great toes are markedly deformed. The patient 
has on the soles scattered discrete vesicles due to 
mentagrophytes. The palms and 
soles are otherwise relatively normal. The skin 
of the hands shows wrinkling and erythema. There 
is overdevelopment of the left mandible so that it 
becomes slightly prognathic. The midline of the 
jaw is deviated about 3 mm. to the left. Patient 
has had orthodontia performed which corrects her 


Trichophyton 
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overbite posteriorly. The tongue is somewhat short 
and thick. Examination of the eyes reveals the 
right pupil to be somewhat sluggish. There is a 
total coloboma involving the optic disc of the right 
eye as well as a choroidoretinal defect below, i. e., 
coloboma of the choroid and optic nerve in the 
right eye. Vision in the right eye is 20/200; the 
left eye is normal. There is no hepatosplenomegaly. 
3one survey, X-ray examination of the heart, and 
intravenous pyelograms are normal. 


Discussion 


Dr. Meyer BerRKE: The skin changes resemble 
in many ways striae distensae; hence the diagnosis 
of a congenital mesodermal defect, particularly of 
the elastic tissue, must be considered. I would 
recommend that an elastic tissue stain be made. 
Changes in the elastic tissue might easily explain 
the venous varicosities in this patient. 

Dr. S. W. Becker: As regards incontinentia 
pigmenti, I think that that diagnosis can be 
eliminated because the melanin in her pigmented 
macules was in the epidermis, with no dermal pig- 
The so-called incontinentia 
pigmenti, which probably includes several cutaneous 
disorders, is characterized by pigment chiefly in 
the dermis in the form of 
melanosis. Two reports made at the 1941 meetings 
of the American Dermatological Association 
(Hailey, H.; Hailey, H., and Clemens, H.: 
Poikiloderma Congenitale, Arch. Dermat. & Syph. 
44 :345-8, 1941; Cole, H. N.; Driver, J. R.; Giffen, 
H. K.; Norris, C. B., and Stroud, G., III: Ecto- 
dermal and Mesodermal Dysplasia with Osseous 
Involvement, Arch. Dermat. & Syph. 44:773-788, 
1941) were of which Cole 
believed represented the same cutaneous disorder. 
Patients with this and similar conditions differ in 
minor respects and are sometimes difficult to 
Cole et al. believed that they illustrate 
combined ectodermal and mesodermal dysplasia. 
Either one of these can appear in many forms. 


mentation whatever. 


postinflammatory 


similar conditions, 


classify. 


Case for Diagnosis: Atypical Acute Lichen Planus; Acute 
Lichen Moniliformis? 


E. OBERMAYER. 


Presented by Dr. MAx1MILI4Nn 


Case for Diagnosis: Histiocytoma (Sclerosing Hemangioma) 


Versus Low-Grade Angiosarcoma. Presented by Dr. 


LAURENCE J. UNDERWOOD. 
Presented by Dr. Watter R. 


Lymphocytoma Cutis. 


NICKEL. 
Porokeratosis of Mibelli. 


JENSEN. 


Presented by Dr. ANKER K. 


Case for Diagnosis: Pityriasis Lichenoides et Varioliformis 


Aeuta (Habermann) ? Presented by Dr. MoLierus 


CoupeErus. 
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Oct. 17, 1957 


Erythema Multiforme. Presented by Dr. ALEx 

W. Younc Jr. 

Duration: two months. 

Sites: extremities and trunk. 

History: A 35-year-old white man, an engineer, 
noted the onset of his condition four hours after 
an injection of penicillin and tetanus antitoxin for 
a cut on his face. The disorder began with swelling 
and pain of the ankles and an erythema-multi- 
forme-like eruption with vesicles involving the 
lower part of the legs. Since onset, the disorder 
has appeared, with remissions and exacerbations, 
upon his upper extremities and trunk. Various 
remedies have been tried. However, upon their 
discontinuance, new lesions have appeared. Pruritus 
is moderate. 

ast history indicates an urticarial eruption last- 
ing for four months after the injection of peni- 
cillin. Family history reveals asthma in a cousin. 
Histories concerning food, other drugs, and con- 
tactants are negative. Physical examination, with 
the exception of the skin disorder, is within normal 
limits. 

Examination : Several new urticaria-to-erythema- 
multiforme-like raised lesions, having a_plaque- 
like or annular configuration, are occasionally noted 
on the extremities. Resolving lesions showing post- 
inflammatory pigmentation can be seen. 

Laboratory: Laboratory examinations, including 
CBC, urinalysis, and sedimentation rate, are within 
normal limits except for 2% eosinophilia, a slight 
trace of albumin in the urine, and a sedimentation 
rate of 29 mm. in one hour. 

Course: Since the patient was first seen, two 
weeks ago, a smaller number of lesions has been 
noted to develop. Treatment has consisted of anti- 
histamines and conservative local medication. 


Discussion 


Dr. CHARLES F. Post: I think that he has a 
penicillin reaction. In questioning him, I found that 
he doesn’t drink very much beer or milk. He eats 
a moderate amount of cheese. I just wanted to call 
attention to the presence of penicillin in beer and 
milk and ice cream. I cleared up several cases of 
penicillin eruptions of six or eight months’ and a 
year’s duration by eliminating penicillin containing 
foods. The dairymen inject penicillin into the udder 
of the cow for mastitis and, as soon as the tender- 
ness is gone, they put the udder back on the milking 
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machine and milk the penicillin right into the 
milk. Then, when the dairy inspector comes 
around, they may dump penicillin right in the can 
of milk so that it has a low bacteria count. You 
can get a good dose that way. When the milk 
comes down from upstate, it is in big tankcars 
and is pooled from thousands of cows and there 
are always traces of penicillin in it. 

Dr. Royat M. Montcomery: I have been in- 
terested in milk and the penicillin content. There 
is a rule, which, apparently, is not carried out, 
that after penicillin is injected into a cow, a certain 
time is to elapse before her milk is collected for 
use. But I doubt whether it is always carried out. 
In these chronic erythema multiforme lesions, I 
always try to eliminate products that contain 
penicillin. 

Dr. JosepH C. AMERSBACH: I would like to 
bear out the statement made by Dr. Post, because 
I have been associated with a research organiza- 
tion which treats animals in just such fashion and 
the milk is handled in just that way. It accounts 
for a lot of the sensitivities. 

Dr. J. Lowry MILter: The Public Health 
studies on penicillin have indicated that of milk 
collected in the major cities of San Francisco, New 
Orleans, Chicago, and New York, 11% showed, I 
believe, 0.03 to 0.008 units of penicillin per cc., 
which is a fairly high content. 

Dr. Herpert J. Spoor: I have had the mis- 
fortune recently of having two personal friends 
in the Fire Department receive routine antitetanus 
shots, which I frankly think is antiquated therapy, 
and they have had reactions very similar to this. 
Before these persons get better, they become much 
worse, even to the extent of angioneurotic edema 
and partial tracheal closure. I think, therefore, that 
the tetanus antitoxin should certainly be considered 
as well as the penicillin. 

Dr. ALEx W. YounG Jr.: I was interested in 
your opinion as to the etiologic agent in this case: 
penicillin or antitetanus toxin. I think, since this 
man did react previously to penicillin, that peni- 
cillin can be incriminated now. I shall follow the 
suggestions as far as dietetic regimen is con- 
cerned. 


Case for Diagnosis: Hailey-Hailey Disease (?). 

Presented by Dr. CHARLEs F, Post. 

A 14-year-old white Italian-American girl with 
an eruption of the face has been followed for two 
and one-half years. In the summer of 1954, an 
eruption appeared on the left temple, nose, and 
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SOCIETY TRANSACTIONS 


right eyebrow. Hydrocortisone, 1%, and neomycin 
ointment were prescribed, and within a week the 
eruption cleared completely. During the rest of 
the winter of 1955, a small crusted lesion persisted 
on the nose, and it spread a little in June, 1955. 
At that time, I prescribed Atabrine, until a yellow 
color appeared on the skin. She continued taking 
1 tablet a day until September, 1955, at which time 
Atabrine therapy was discontinued. The eruption 
appeared to be somewhat photosensitive. 

Her face was clear during the winter of 1955- 
1956, and in the spring of 1956 a horseshoe-shaped 
crusted lesion appeared on the chin. She was 
treated with hydrocortisone-Terramycin ointment 
locally and Atabrine by mouth during the summer 
of 1956 and again during the summer of 1957. The 
Atabrine has always seemed helpful, although there 
has never been complete clearing of all the lesions. 
A short course of prednisone was given by mouth 
on two occasions, with no apparent improvement. 

Injection of 0.1 cc. of prednisolone under the 
lesion of the chin in June, 1957, brought about 
temporary improvement, but the lesion promptly 
reappeared. Therapy with Atabrine was continued 
all of the summer of 1957, and the patient has 
remained fairly well, with the exception of the 
persistent lesion on the chin. 

A family history is not contributory except that 
the patient’s paternal aunt died of pemphigus 
vulgaris three years ago. The parents of this 
patient were not related. The patient’s general 
health is excellent. She is somewhat overweight 
and has not started to menstruate yet. 

Laboratory findings: No biopsy has been per- 
formed. Repeated blood cell counts and urinalyses 
have been normal. 


Discussion 


Dr. ANTHONY DoMonkKOos: I am unable to make 
a diagnosis of Hailey-Hailey disease in this case. 
The nearest that I can come to it would be sebor- 
rheic dermatitis, mainly because of the dermatitis 
around the right ala nasi. I think that we will 
have to depend a good deal upon biopsy findings 
as to the exact nature of this disease. I have 
never seen Hailey-Hailey disease confined to such 
a small area and only on the chin. 

Dr. HerBert J. Spoor: I was impressed by the 
bilateral nature of the erythema on the cheeks. I 
thought seriously of lupus erythematosus or even, 
possibly, a Senear-Usher syndrome, in view of the 
history of familial complication. 

Dr. VALENTIN BAKER: I considered the diag- 
nosis of lupus erythematosus, on account of the 
flushing on both sides of the nose. I should favor 
that rather than Hailey-Hailey disease. 

Dr. Peter V. Bisconti (by invitation): I can- 
not see it as a possible pemphigoid, Hailey-Hailey, 





or Senear-Usher type of syndrome. I feel that it 
is so localized to the crest of the chin that it looks 


like a granulomatous process. I did not make a 
definite diagnosis to determine whether it is a 
disease of a pyodermic nature that has cleared up 
and left the granuloma behind, and I should say 
that I do not believe that it is this. 

Dr. Roya, M. MontcomMery: I favor the diag- 
nosis of seborrheic dermatitis, as Dr. Domonkos 
does. It does not simulate Hailey-Hailey syndrome. 

Dr. J. Lowry Miter: I fear that I am con- 
siderably prejudiced in this case. I do not agree 
with the diagnosis of seborrhea on the chin. I 
do not believe that I have ever seen a lesion 
similar to this, so sharply marginated and so deep, 
due to a seborrhea. I thought that I could see a 
vesicular element present there. For all those 
reasons, I should advise extreme caution and 
watchfulness. I do think that a biopsy is ab- 
solutely justified in this case. I should certainly 
hold in reserve the diagnosis of pemphigus as a 
possibility. 

Dr. THoMAs N. GRAHAM: I agree with Dr. 
Domonkos and Dr. Montgomery. I think that the 
eruption is seborrheic dermatitis. 

Dr. JoseEPH C. AMERSBACH: It impressed me as 
being probably a case of lupus erythematosus, 
coexistent with herpes simplex of the chin, and, 
although she does have a typical lesion of 
seborrheic dermatitis about the nose, I do not 
think that we can always classify those things as 
seborrhea, even though they may hit the logical 
locations and appear as such. I should like to have 
a biopsy done and see just what the picture is. 

Dr. CHARLES F. Post: From time to time, she 
has had a few comedones and seborrhea of the 
scalp and sides of the nose, which I do not think 
are related to these other lesions. I have enter- 
tained the diagnosis of Senear-Usher, Hailey- 
Hailey, and lupus erythematosus as well. I think 
that you can tell that from the treatment I am 
giving her. I hesitated to do a biopsy, but I shall 
do one now and report at the next meeting. 


Alopecia Universalis: Results of Local Injec- 
tions of Prednisolone. Presented by Dr. 
Wicpur B. Hurvsvr. 

History: A 23-year-old man developed alopecia 
areata of the scalp in May, 1952. In July, 1952, 
hair fell from the scalp in large quantities and, 
within a few weeks, alopecia universalis de- 
veloped. He had no illness at this time but for 
the previous two years’ had been harassed by 
personal problems. In September, 1952, a thorough 
physical examination and laboratory examinations, 
including thyroid studies, yielded normal results. 
He was treated with cortisone for three months, 
without benefit. In the next two years, he had 
extensive treatment from various doctors, including 
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another course of cortisone, ultraviolet treatments, 
thyroid extract, Knox gelatine, and various 
vitamins. No treatment gave more than a meager 
growth of fragile hair, which soon dropped out. 

Treatment: L-Triiodothyronine ointment, 0.2%, 
was applied to one parietal area, and Ethamicort 
ointment, 0.5%, to the other parietal area, with- 
out benefit. Prednisolone acetate aqueous suspen- 
sion, 12 mg., was injected beneath the scalp in 
areas around the occipital prominence three times, 
at weekly intervals. Approximately one month 
after the first injection, hair began to appear in 
these areas. For the past three months this hair 
has remained sturdy, and the patient has cut it 
twice. 


Discussion 


Dr. ANTHONY Domonkos: This is a very typical 
reaction. Usually within two weeks to two months 
hair will grow, and it will then fall out. Some 
of the cases which I have treated with prednisolone 
suspension have had the hair remain as long as 
six months—tufted hair at the site of the injection, 
Inevitably, the hair falls out afterward. 

I should like to emphasize again that in those 
cases in which I have injected predisolone and in 
which atrophy was said to be induced at the site 
of injection, the scalp has resumed its normal 
proportions without any depressions being present 
at the site of the injection. 


Sycosis Vulgaris. Presented by Dr. CHARLES F. 

Post. 

A 25-year-old white man has been under treat- 
ment for sycosis vulgaris since March 30, 1957. 
Treatment has consisted of the following medica- 
tions. Local medication: Neosporin, Terramycin, 
Spectrocin, sulfathiazole, Chloromycetin, Furacin, 
Vleminckx’ Solution, Sigmamycin, Furadantin, and 


quinolor. Systemic medication: Matromycin, 
erythromycin, Chloromycetin, penicillin, Triple 
Sulfa, Cathomycin, streptomycin, Mysteclin, 


bacitracin, y-globulin, and staphylococcus toxoid. 

He has also had cold-quartz therapy and frac- 
tional x-ray therapy to the face. 

Examination: Examination has revealed constant 
sycosis of the beard. From time to time, lesions 
of impetigo have appeared, and, at other times, 
furunculosis of the face and neck has been present. 
A careful search has been conducted for foci of 
infection in the teeth, tonsils, sinuses, and prostate 
gland, and none has been found. 

Course: Recently, the patient has been given 
large doses of erythromycin by mouth and 2.0 cc. 
y-globulin intramuscularly every other day for four 
doses. Although he has_ had _ erythromycin 
previously, the combination of erythromycin and 
y-globulin, along with quinolor ointment locally, 
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has been most effective, and he is as well now as 
he has been at any time since April of this year. 

Laboratory findings: Complete blood cell count, 
urine, fasting blood sugar, and x-ray of the chest 
are normal. Culture of pustules shows hemolytic 
Staphylococcus aureus and bacteriophage types 52, 
42-B, 80, and 81. This is the resistant “hospital 
type” of recent epidemics and is usually sensitive 
to erythromycin, novobiocin, Matromycin, and 
chloramphenicol. 

This patient has been presented to show that we 
are again encountering severe resistant infections 
caused by staphylococci. With the introduction of 
broad-spectrum antibiotics for local and systemic 
use about 10 years ago, very gratifying results 
were achieved with considerable rapidity in this 
disease. Recently, more and more _ antibiotic- 
resistant cases have appeared in our practice and 
in the clinic. This patient has repeatedly failed 
to respond to long courses of the antibiotics and 
chemotherapeutic drugs in full dosage. It appears 
as though the addition of y-globulin to the regimen 
will be helpful. 


Discussion 


Dr. VALENTIN BAKER: The only therapy I did 
not see mentioned was ammoniated mercury. Some- 
times it Works better than all the rest of them. 

Dr. Herpert J. Spoor: There have been some 
very favorable reports on the use of combined 
Chloromycetin and y-globulin for the treatment of 
these very resistant “hospital” Staphylococcus in- 
tections. 

Dr. Royat M. MontcoMery: I should suggest 
use of a new type of oleandomycin. 

Dr. THomMAs N. GRAHAM: I should suggest 
Vioform cream, which, I think, is usually effective 
in sycosis vulgaris. 

Dr. JosepH C. AMERSBACH: I would resort to 
D’Alibour solution and ultraviolet light. 

Dr. Peter V. BIscontI (by invitation) : I agree 
with Dr. Amersbach about the value of D’Alibour 
compresses. I respectfully suggest, if you like an 
onerous procedure, the manual depilation of all these 
infected hairs. This man is a wet shaver. It might 
be well to try dry shaving. 

Dr. J. Lowry MILter: I suggest a search fora 
focus of infection which I have seen once or twice 
to work in these cases. I also suggest autogenous 
vaccine. 

Dr. CHARLES F. Post: At various times he has 
had impetigo and furuncles right in the midst of 
all this. I had him in the hospital for a focal 
infection survey without finding anything; dental 
and sinus x-rays, urine, and so forth are negative. 
I shall try some D’Alibour solution. We got 3 
vaccine today made from his own organism, which 
is this particular “hospital” strain. 
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Contact Dermatitis Due to Thermo-Fax Du- 
plicating Paper. Presented by Dr. ANTHONY 
N. DoMonkos. 

History: A white male office worker, age 56, 
was first seen in March, 1957, with a dermatitis 
on his face. The lesions were slightly infiltrated, 
and there was a dusky red appearance of the 
lesions. Several other areas were slightly affected. 
Among these areas were the hands and groins and, 
previously, the shins. 

A diagnosis of contact dermatitis was most 
likely, because of the clinical appearance. Patch 
tests were made for various substances, such as 
soaps, shaving lotions, perfumes, shaving cream, 
Chapstick, metals, hair dyes, and newsprint. 
Scratch tests to feathers and kapok were negative. 
After one month of various tests, with no notice- 
able improvement, the patient was patch-tested to 
a duplicating paper known as Thermo-Fax. A 
severely inflamed 4+ reaction was elicited after 
48 hours. 

These patch tests have been repeated several 
times, with the same results. While the patient 
was away on his vacation his eruption cleared up 
completely. Return to his place of work brings 
recurrence and exacerbation of lesions on the face. 
On the hands and elsewhere his skin has remained 
relatively clear over a period of some six months. 

On the upper arm are shown positive patch 
tests, still flared, although these were put on and 
taken off approximately one month ago. 


Discussion 


Dr. Hersert J. Spoor: The cases presented a 
short time ago at the Academy with this one were 
followed up with some experimental materials that 
Dr. Sheard got from Minnesota 
Manufacturing Company. We found that our 
cases—there were six in all—were sensitive to 
both the Thermo-Fax, that is, the paper to which 
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this case shows sensitivity and the Verifax, which 
is the Kodak product, but they were not sensitive 
to the two experimental papers labeled J-1 and J-10, 
from Minnesota Mining and Manufacturing 
Company. 

In one instance, Dr. Sheard was able to get 
the company that employed two of his private 
patients to change ‘from the Verifax paper to the 
experimental papers throughout their organization, 
and the eruptions of these patients cleared. 

Dr. Mitton B. SLoANE: Do you know what the 
specific agent is? 

Dr. Herpert J. Spoor: The company has re- 
fused, so far, to give us the formula of the material, 
but it is probably a formalin derivative or one of 


the phenols. That is as close as we can get. 
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Familial Benign Chronic Pemphigus (Hailey 
and Hailey). Presented by Dr. ANTHONY N. 
DoMONKOs. 

History: This 48-year-old housewife has had an 
eruption around the neck and the axillae in varying 
degrees of severity for the past 16 years. Prior 
to the onset of eruption, there was no history of 
skin trouble. 

She has had adequate treatment for late latent 
syphilis. Penicillin therapy was finished in 1955. 

This patient’s mother has a similar type of 
eruption; also, this patient’s sister and nephew 
have skin trouble, supposedly the same as that of 
this patient. 

Laboratory examination: Urinalysis and blood 
cell counts have been within normal limits. 

A biopsy from the right inframammary area on 
May 23, 1955, was reported as a hyperpigmented 
epidermis which was strikingly acantholytic. There 
was slight parakeratosis and evidence of old drying 
bullae. In the vesicle cavity, there were numerous 
polymorphonuclear cells and a few “balloon” 
epithelia. Diagnosis: Benign pemphigoid eruption. 
The findings on biopsy were reported by Dr. G. F. 
Machacek. 

Course: Sulfapyridine, Promacetin, Chloro- 
mycetin, and other medications frequently used for 
dermatitis herpetiformis and Hailey and Hailey’s 
disease have been used. 

Within the past year, the patient has responded 
adequately to prednisone or prednisolone in amounts 
of 20 mg. daily for 3 days, with the amounts then 
decreased gradually to none in about 10 days. 

The present eruption is now of some 8 to 10 days’ 
duration. 


Discussion 


Dr. Mitcer: I think it an unusual distribution. 
I do not remember seeing many cases with the 
distribution underneath the breast. 


Dr. SLOANE: I have a patient with lesions on 
the scrotum in addition to those on the neck. 


Papular Urticaria. Presented by Dr. Cuartes F. Post. 


Case for Diagnosis: Pemphigus Erythematosus? Presented 


by Dr. Mitton B. SLoane. 
Dermatitis Exfoliativa Presented by 


Dr. Tuomas N. 


(Malignant Type). 

GRAHAM. 

Basal-Cell Epithelioma with Secondary Infection. Presented 
by Dr. Tuomas N. GraHaM. 

Case for Diagnosis: Pyoderma Gangrenosa; Diabetic Ulcer? 
Presented by Dr. Roya, M. MontGomery. 

Chondrodermatitis Nodularis Chronica Helicis. Presented 


by Dr. THomas N. GraHam. 


Case for Diagnosis: Lupus Vulgaris; Beryllium Granuloma? 


Presented by Dr. Royvat M. Montcomery. 
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Abstracts from Current Literature 


Nore oN THE CHEMICAL CoMPOSITION OF THE CELL WALL oF HApPLOSPORANGIUM PARVUM. 
F. Biank, J. Histochem, 5 :500-502 (Sept.) 1957. 
The cell wall of this fungus, like all others the author has examined by many methods, 


including x-ray diffraction, is made of chitin and not of cellulose. 
BLANK, Miami, Fla. 


Somer Fine StrructurE CHANGES OCCURRING IN THE EPIDERMIS OF EMBRYO MICE DURING 
DIFFERENTIATION. MAx G. MENEFEE, J. Ultrastructure Res. 1:49-61 (Nov.) 1957. 
The epidermis is stratified but no stratum corneum is present in 14- to 15-day embryo mice. 
A continuous discrete homogeneous basement membrane makes up the most superficial part 
of the dermis. In the epidermal cells the tonofilaments are 40 A. in diameter and have alter- 
nating densities along their length, which suggests granularity. The majority of the contents 


of the cornified cell consists of 40 A. granules. 
BLANK, Miami, Fla. 


ON THE QuEstION OF REABSORPTION IN SWEAT GLANDs. D. P. C. Lioyp, Science 126 :1233 
(Dec. 13) 1957. 

After prolonged rest of the sweat glands in the footpad of the cat, 60 seconds of stimulation 
of the secretomotor nerve is required to produce sweat emergence, whereas after brief rest 
only 2.5 seconds are needed. This indicates, according to Lloyd, that reabsorption does occur, 
that sweat formation is a rapid process, that the latency for sweat formation (as distinct from 
emergence) is about 2.5 seconds, and that reabsorption is a slow process which takes place 
near the base of the gland. Emergence latency in response to stimulation varies, within limits, 
inversely as its frequency. Since, at low frequencies, theré may be no visible emergence, it 
appears that a balance can be struck between formation and reabsorption. 

MonasH, Miami, Fla. 


A Suort DEscrIPTION OF THE Poxvirus Group (VACCINIA AND RELATED VIRUSES). FRANK 
FENNER and F. M. Burnet, Virology 4:305-314 (Oct.) 1957. 

The Virus Subcommittee of the International Nomenclature Committee has described the 
better-known members of the “poxvirus” group. Summaries of their characteristics are outlined. 
The members of the poxvirus group include variolae (agent of human smallpox and alastrim) ; 
officinale (used for smallpox vaccination) ; bovis (cause of cowpox); muris (mousepox, or 
infectious ectromelia), and myxomatis (infectious myxomatosis in rabbits). Viruses resembling 
the official members of the group but inadequately studied are molluscum contagiosum, swine- 
pox, sheeppox, goatpox, orf, fishpox, and a birdpox-like virus of mosquitoes. 

BLANK, Miami, Fla. 


CONGENITAL DySKERATOSIS (ZINSSER-COLE-ENGMAN) ASSOCIATED WITH A CONSTITUTIONAL 
MYELOPATHY (THROMBOCYTOPENIC PURPURA AND NEUTROPENIA). A. BAzEX and A, Dupré, 
Ann. dermat. et syph. 84:497-514 (Sept.-Oct.) 1957. 

A typical case of congenital dyskeratosis with reticulated pigmentation, buccal leukoplasia, 
and ungual dystrophy is reported. It is the 11th case of this type and the first French one. 
There was, in addition, a medullary aplasia, with thrombocytopenia and neutropenia manifested 
clinically by severe hemorrhagic phenomena. 

Derpes, New Orleans. 


RECURRENT AMICROBIC THORACIC PustTuLosEs: DiHRING’s DisEASE? SNEDDON-WILKINSON 
DisEAsE? B. Duperrat. Ann dermat. et syph. 84:514-523 (Sept.-Oct.) 1957. 

The Sneddon-Wilkinson syndrome consists of a recurrent sterile pustulosis seen in middle- 
aged women. It is found especially on thé thorax, sparing the face, the extremities, and the 
mucosae, and consists, histologically, of subcorneal pustules. The author describes such a case 
in which the intense itching had suggested the diagnosis of Dithring’s disease. There was an 
excellent but transient effect from sulfapyridine. 

Derses, New Orleans. 
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RETICULATED AND CONFLUENT PAPILLOMATOSIS AND BRILLIANT PARAKERATOSIS. P. POPCHRISTOV 

and S. Kapnirov, Ann. dermat. et syph. 84:523-538 (Sept.-Oct.) 1957. 

A careful study of the cases reported in the literature as well as of their own cases con- 
vinces the authors that these two conditions, which have been described as independent dis- 
eases, are in fact manifestations of one disorder. 

Derpes, New Orleans. 


TONOFIBRILS AND INTERCELLULAR SPACES OF NORMAL AND PATHOLOGIC HUMAN EPIDERMIS IN 
Vivo. N. MEtczer and G. CseprAx, Arch. klin. u. exper. Dermat. 205 :219-227, 1957. 
Various skin material in vivo was examined by Zernicke’s phase-contrast method and by 
polarization, Intercellular channels and part of the epithelial fiber system (intercellular bridges, 
intracellular parts of tonofibrils, and nodes of Bizzozero) could be demonstrated, without any 
doubt, in vivo. The authors refuse to interpret their findings as artifacts due to fixation. The 
intracellular parts of tonofibrils were observed well under polarized light. Tonofibrils were 
seen in vivo in all examined basal-cell epitheliomas. On the basis of their examinations the 
authors feel that Favre’s opinion, whereby a final conclusion as to the origin of the basal-cell 
epithelioma can be drawn from the difference of the mitochondria, cannot be maintained. 
HOLLANDER, Springfield, Mass. 


CoMPaRATIVE EXAMINATIONS ABout DistaNtT STIMULUS OF THERMOREGULATION IN PATIENTS 
WITH ENDOGENOUS EczEMA. G. W. KortiNnG and K. Riecer, Arch. klin. u. exper. Dermat. 

205 :228-234, 1957. 

The influence of a threefold thermic distant stimulus on the course of the skin temperature 
of corresponding points of both elbows was examined in 6 patients with endogenous eczema, 
9 with seborrheic dermatitis, and 15 with various localized eruptions. There was hyporeactive 
consensual thermoregulation of both elbows in endogenous eczema, whereas in seborrheic 
dermatitis hyperreactive dissociated behavior of elbow temperatures, compared with behavior 
in normal persons, could be shown. 

Ho.iaAnpber, Springfield, Mass. 


VISCEROCUTANEOUS ReEcIpROCAL ACTION WItH HIGH BLoop EostINopHILIA IN LOFFLER’S SYN- 

DROME AND ERYTHEMA SCARLATINIFORME DESQUAMATIVUM RECIDIVANS. K. RIEGEL and 

G. W. Kortine, Arch. klin. u. exper. Dermat. 205 :235-244, 1957. 

Two observations of erythroderma with Loffler’s syndrome and erythema scarlatiniforme 
desquamativum recidivans are given. Both conditions are due to individual disposition and 
additional reciprocal action between skin and internal organs (lungs and intestines in the 
described cases). 

HOLLANDER, Springfield, Mass. 


CONTRIBUTION TO THE KNOWLEDGE OF SULFHYDRYL OF THE SKIN. L. RAuscH, H. NICK, and 
R. Tecever, Arch, klin. u. exper. Dermat. 205 :245-253, 1957. 
Analysis of low molecular sulfhydryl of the skin is presented. 
HoLiANnpER, Springfield, Mass. 
EXAMINATIONS OF THE IRRITATIVE ErFecr oF Fatty Acips AND ALKYL SULFATES OF DEFINED 
CHAIN LENGTH ON HuMAN SkIN. K. H. ScuHutz and G. Roser, Arch. klin. u. exper. 
Dermat. 205 :254-260, 1957. 

Examinations of the effect of fatty acids and alkyl sulfates on human skin (forearm) 
with the cup test are described; 0.1% and 0.25% solutions of sodium salts of saturated fatty 
acids and alkyl sulfates with even numbers of carbon atoms, Cs-Cis, were used. Reactions were 
read after 22 to 24 hours. Mostly substances with 12 carbon atoms caused erythematous and 
vesicular reactions of the skin. Substances with 14 and 10 carbon atoms followed. It is 
assumed that fatty acids and alkyl sulfates cause direct cell damage. 

Hottanper, Springfield, Mass. 


PROBLEM OF URTICARIA PIGMENTOSA. C. M. HASSELMANN and C. SCHOLDER-OEHMICHEN, 
Arch. klin. u. exper. Dermat. 205 :261-271, 1957. 
Description of a case of urticaria pigmentosa in a 23-month-old child with thickening of 
the cortical layer of the bones of the upper arms and thighs is given. Pathogenetically, the mast- 
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cell tumor in urticaria pigmentosa can be interpreted as a mast-cell reticulosis or as a 


pathologically increased localized storage of heparin. 
Hottanper, Springfield, Mass. 


ANIMAL EXPERIMENTS ABOUT THE ViRUS ErIOLoGy of Mycosts FuNncomes. V. ApLas, Arch. 
klin. u. exper. Dermat. 205 :272-281, 1957. : 

The chorioallantois of chicken embryos was inoculated with tissue from two cases of 
mycosis fungoides d’emblée. An infectious agent was isolated and transmitted to white 
mice. Histologically, lungs, spleen, liver, lymph nodes, heart, and bone marrow showed 
changes identical with those found in mycosis fungoides in man. 

HoLiaNnpDeER, Springfield, Mass. 


FREQUENCY ANALYTIC EXAMINATIONS ON THE SYMPTOMATOLOGIC DIFFERENTIATION OF VARIOUS 
ForMs or AcANTHOosIs NicricAns. G. FLApUNG and H.-J. Herre, Arch. klin. u. exper. 
Dermat. 205 :282-311, 1957. 

Evaluation of the literature of 437 cases of acanthosis nigricans and 23 cases of papillomatose 
confluente et réticulée is presented. Occurrence of the malignant form of acanthosis nigricans 
is equal in the two sexes. There are more cases of benign acanthosis nigricans in females. 
Interesting details about age distribution, familial occurrence in connection with endocrine 
disturbances, frequency and type of malignant tumors in acanthosis nigricans, predilection of 
sites of skin changes, and relationship between pseudoacanthosis nigricans and papillomatose 
confluente are given. 

; HoLiANpDER, Springfield, Mass. 


ANIMAL EXPERIMENTS CN THE INFLUENCE OF STEROIDS OF THE SKIN, F, SCHAAF and F, Gross, 
Arch. klin. u. exper Dermat. 205 :312-320, 1957. 

Applications of alcohclic solutions and ointment-like emulsions of pure pregnenolone and 
its acetic acid, propionic acid, and myristic acid esters to the skin of male guinea pigs had an 
acanthogenic effect on the epidermis. No conclusions concerning human skin can yet be drawn. 

HoLiANnpeR, Springfield, Mass. 


MICROSCOPICAL AND ELECTRON-MICROSCOPICAL INVESTIGATIONS CONCERNING THE MORPHOLOGY 
OF THE MoLLuscuM COoNTAGIOSUM VIRUS AND ITs INCLUSION BoprEs, AS WELL AS 
CONTRIBUTIONS TO THE MorPHOLOGY, SEROLOGY, HISTOPATHOLOGY AND PATHOGENESIS OF 
MoLLuscum ContaciosuM. T. NASEMANN, Hautarzt 8:301-309 (July) ; 352-359 ( Aug.) ; 
397-405 (Sept.) 1957. 

This monographic presentation of the problem of molluscum contagiosum in its various 
aspects, illustrated and augmented by a description of the author’s own experiments, is an 
important contribution of great interest to anyone specializing in dermatological virology. 
An extensive bibliography further enhances the value of this essay. 

Bu.ey, Champaign, III. 


EXPERIMENTAL STUDIES CONCERNING THE EtioLoGy OF PEMPHIGUS AND DERMATITIS HERPETI- 
FORMIS DuHRING. Emit MeErrowsky, Hautarzt 8 :389-394 (Sept.) 1957. 

The filtrates of blister contents and sera taken from patients with pemphigus vulgaris or 
dermatitis herepetiformis were inoculated into the testes of rabbits, the eyes of rabbits, and 
the chorioallantoic membranes of chick embryos. Because of the presence of an endogenous 
virus, the experiments on the rabbit testes had to be abandoned. The rabbit eyes which were 
inoculated by injection of the filtrate into the cornea or the anterior chamber responded with 
the formation of an interstitial keratitis of prolonged duration. The macro- and microscopical 
pictures resembled those of pemphigus and dermatitis herpetiformis. 

The experiments with chick embryos resulted in deep long-lasting infiltrations of the chorio- 
allantois and the yolk sac. The surviving chicks developed a characteristic picture of a paretic 
state which finally led to their death within a few days. 

The electromicroscopical examination of the blister contents showed the presence of virus- 
like particles which were of the magnitude of known viruses. 

3ULEY, Champaign, III. 
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ELECTROMETRY IN THE EARLY DIAGNOSIS OF MALIGNANT EPITHELIAL CHANGES OF THE SKIN 
AND ADJACENT Mucous MEMBRANES. N. Metczer and J. Kiss, Hautarzt 8 :395-397 (Sept.) 
1957. 

Because of an increased permeability of the cell membranes in proliferating tumors, a 
change in the electric conductivity of the tissue may be expected. The electric potential of 
malignant lesions, therefore, was determined and compared with that of normal skin, benign 
tumors, and inflammatory dermatoses. 

An increase in electric conductivity in primary epidermal malignant processes was indeed 
found to be typical, so much so that the finding may serve as a diagnostic aid. In metastic 
lesions, however, as well as in malignant tumors derived from connective tissue elements, the 
electrometric findings did not differ from those of the normal skin, since the diseased tissue is 
surrounded by skin with normal polarizing capacity. 

Bu.ey, Champaign, III. 


THE PINKUS VARIANT OF THE BASAL-CELL CARCINOMAS. O. HorRNSTEIN, Hautarzt 8 :406-411 
(Sept.) 1957. 

On the basis of his own observations of a case, the author discusses and confirms the 
peculiarities of the clinical, histological, and diagnostic aspects of “premalignant fibroepithelial 
tumors of the skin” first described by H. Pinkus. Nosologically, this type of tumor is considered 
to be a variant in the basal-cell-carcinoma group of cutaneous neoplasms. 

Butey, Champaign, III. 


Liquorice DERIVATIVES AND THEIR CORTISONE-LIKE ACTION IN TOPICAL DERMATOLOGIC 
TuHerapy. R. CAvALiert, Cron. I. D. I. 11:226-234 (Dec.) 1956. 
A cream containing from 1% to 2% glycyrrhicetic acid was used in 33 cases of various 
dermatoses. The action could be compared to that of cortisone preparations. It was highly 
beneficial, particularly in acute congestive pruriginous dermatoses. The cost of the drug is 


low. 
RONCHESE, Providence, R. I. 


GLucose METABOLISM IN Psoriasis. A. Ripurro, Gior, ital. dermat. 98:3-22 (Jan.-Feb.) 1957. 

A review of the latest biochemical investigations and a detailed biochemical study of the 
subject are presented. The importance of hyperglycoderma of the patch of psoriasis and of 
apparently normal skin, as demonstrated by Monacelli and. his pupils, is stressed. Ribuffo’s 
original investigation is on the metabolic effects of glucose and fructose injected intravenously. 
The sites of the biochemical alterations and the distinction between psoriasis and diabetes are 


discussed. 
RONCHESE, Providence, R. I. 


CEMENT DerMatitis. A. FABIANI, Gior. ital. dermat. 98 :23-30 (Jan.-Feb.) 1957. 

While no lesions were noted in handling dry cement, very severe hyperkeratotic rhagadiform 
dermatitis was often observed in workers handling wet cement. The incidence is still higher in 
workers contacting finely hydrolyzed material. It seems that the irritating power is in relation 
to the dissociation of free alkali. The biochromate test is important. The author believes that 
the alkalinization of the skin is the main factor preceding sensitization. 

RONCHESE, Providence, R. I. 


THE HypRoLASES OF THE HUMAN SKIN. F. OtTroLeNGHI-LopImGIANt, Gior. ital. dermat. 98: 
105-128 (March-April) 1957. 
A detailed review on esterases, glycosidases, amidases, and peptidases, this is the first essay 
of a series on cutaneous enzymes. : 
RONCHESE, Providence, R. I. 


NEcROBIOSIS LIPOIDICA AND GRANULOMA ANNULARE. G. PEzzArossA, Gior. ital. dermat. 98: 
129-176 (March-April) 1957. 

A clinical, biochemical, and histochemical study based on five cases of necrobiosis and two 
of granuloma annulare is reported. While diabetes and hyperglycemia are considered as 
important factors in necrobiosis lipoidica, they are only coincidental in granuloma annulare. 
Necrobiosis lipoidica is considered as a general dyslipoidosis. The differential diagnosis is 
possible only under the microscope. Necrobiosis is a chronic vascular disorder with lipidic 
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deposits in necrobiotic areas. This is exceptional in granuloma annulare. The author does not 
believe that they have the same causes. 
RoNCHESE, Providence, R. I. 
Topica Use or GLYcyRRHICETIC Acip IN DerMatoLocy. G. Pozzo, Gior. ital. dermat. 98 :191- 
197 (March-April) 1957. 

From liquorice (Glycyrrhiza glabra) an estrogenic steroid hormone has been extracted. 
Large doses administered for a long period may produce edema, hypertension, sodium retention, 
and loss of potassium. The drug was used in ointment form in 50 cases of various dermatoses, 
and it was found of value, especially in acute eczematoid dermatitis. 

RoncHESE, Providence, R. I. 
HISTOGENESIS AND INTERRELATIONSHIP BETWEEN EPITHELIOMA OF BROOKE, HYDRADENOMA OF 
JAQUET AND Darter, AND BaAsAL-CELL CarcINOMA. G. BucceLLATo, Gior. ital. dermat. 
98 :229-252 (May-June) 1957. ; 

Extensive discussion of a case presenting features of hydradenoma of Jaquet and Darier, 
epithelioma of Brooke, and basal-cell carcinoma is given. Buccellato believes that hydradenoma 
does not originate from the sweat glands. He would classify it as a basalomatoid tumor. 

RoncHESE, Providence, R. I. 


PRoTeEIN FRACTIONS IN THE FLUID oF BuLLous Lesions. M. BONELLI and L. Datovo, Gior. 
ital. dermat. 98 :253-264 (May-June) 1957. Zz 

Electrophoretic determinations were done in 19 patients with pemphigus, dermatitis 
herpetiformis, and artificial blisters. In accord with findings of previous investigators, these 
findings show the protein levels of the fluid of a bulla to be lower than those of the blood 
serum and the proteins about the same as thdse of the blood serum. The patterns are about 
the same for the three conditions investigated. 

RONCHESE, Providence, R. I. 
ALTERATIONS OF SEROPROTEINS IN Various DerMatoses. M. Bonetti, L. Datovo, and G. 
ARMUzzI, Gior. ital. dermat. 98 :313-374 (July-Aug.) 1957 

An important electrophoretic study was done on 352 cases. Diminution of albumin is very 
frequent and is a basic symptom. Globulin fractions are separately investigated, as are the 
mucoproteins and the glycoproteins. The importance of seroprotein study in following the 
evolution of a dermatosis is stressed. This is particularly true for pemphigus but not to 
differentiate between pemphigus and dermatitis herpetiformis. 

RoncHEsE, Providence, R. I. 
THE Bioop CoAGuLATION IN CHRoniIc Discom Lupus ErytHeMAtosus. A. Leonr and A. 
GIOVANNINI, Gior. ital. dermat. 98 :375-384 (July-Aug.) 1957. 

In 20 cases the coagulating power of the blood was diminished according to the severity of 
the disease. 

RONCHESE, Providence, R. I. 
THE Discovery oF AGOSTINO BAssI AND THE DERMATOMYcoSES. L. BELLONI, Minerva dermat. 
31 :544-548 (July-Dec.) 1956. 

The paper is in commemoration of the first centenary of the death of Agostino Bassi, the 
gentleman farmer-scientist who in 1835, discovered Botrytis bassiana, the fungus causing a 
disease deadly to the silkworm. Bassi’s idea that “living vegetable matter introduced in a 
living organism could produce a disease” was so new and so revolutionary that at first the 
fungus was named Botrytis paradoxa. The discoveries of Audouin, Schénlein, Gruby, Pasteur, 
and Koch, which followed, are recalled and discussed. To the paper are attached two very nice 
portraits of Bassi in color and a table of B. bassiana designed by Audouin. 

RONCHESE, Providence, R. I. 
EosINOPHILIC GRANULOMA. L. Martinorti, Minerva dermat. 31 :548-552 (July-Dec.) 1956. 

The first observation of cutaneous eosinophilic granuloma was reported by Martinotti in 1919. 
Granuloma eosinophilicum cutis proprium is to be distinguished from a variety of disorders in 
which there is just an accumulation of eosinophils. Martinotti discusses erythema elevatum 
diutinum, epidemic eosinophilic erythredema, insect bites, foreign-body granuloma, eosinophilic 
granuloma pemphigoides, milkers’ nodules, reticulohistiocytoma with eosinophils, bone eosin- 
ophilic granuloma, cat eosinophilic granuloma, and the biocytochemistry of the eosinophilic 
granules. The eosinophilic infiltrates seem to represent a mechanism of defense against con- 
centration in an organ or tissue of toxic substances. 

RONCHESE, Providence, R. I. 
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Announcements 


DIRECTIONS FOR EDUCATION OF DERMATOLOGISTS 
AND 
RULES AND REGULATIONS OF THE INTERNATIONAL LEAGUE 
OF DERMATOLOGICAL SOCIETIES 


Adopted at the Eleventh International Congress of Dermatology in Stockholm, 1957 


Directions for Education 


The assembly of National Delegates at the Eleventh International Congress of Dermatology 
together with the representatives of all participating countries and dermatological societies 
consented to the following principal postulates and suggestions : 

Dermatology as an important medical specialty shall stay on equal range with the other 
medical disciplines. 

The training of dermatologists as specialists in their discipline is depending on the following 
requirements : 

1. Graduate training of not less than 3 years full time in dermatologic institutions and one 
year of training in internal medicine, preferably before the specialty training. 

At least 3 months full time training in dermatologic X-ray therapy. 

3. The right to use the title of specialist in dermatology should be granted by a certificate 


bo 


obtained after an examination. 


Rules and Regulations 


The aims of the International League of Dermatological Societies are: 

to encourage the advancement of dermatology, 

to promote personal relations between the dermatologists of the world, 

to represent dermatological interests in other international organizations, 

to hold international congresses of dermatology. 

The component bodies of the league are: 
1. The Assembly of National Delegates 
2. The International Dermatological Committee (I. D. C.) 
3. The International Congress of Dermatology. 

1. The Assembly of National Delegates—The delegates are nominated by the National 
Societies of the different countries. 

The number of delegates representing each country will be based on the number of regular 
members in the following proportions : 


from 20—100 members 1 delegate 
from 100—200 members 2 delegates 
more than 200 members 3 delegates 
more than 500 members 4 delegates 


Every member may be replaced by a substitute. 

If a country has more than one dermatological society the delegates are nominated by 
consultation between the societies. 

If a country is already represented on the International Dermatological Committee, that 
member or members will automatically be delegates of that country. 

The president of each National Dermatological Society will send the names of the delegates 
to the Secretary General of the I. D. C. together with the names of those dermatological 
societies that have supported the appointment, and also a complete list of their members. 

The Assembly of Delegates holds its sessions under the presidency of the Chairman of the 
I. D. C. at the International Congress. 

It is empowered : 

to elect the Chairman, the Secretary General and Treasurer, and the other members of 


the I. D. C., 
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to decide the country and place where the next congress is to be held and to elect its 
’resident, 

to make rules and regulations for the organization of the International Congress, 

to appoint, if necessary, committees for special purposes, 

to fix the amount of the subscription for the next period. 

2. The International Dermatological Committee (I. D. C.).—The I. D. C. shall consist of 12 
members elected by the Assembly of National Delegates (special experience in the matter of 
congresses and scientific work shall be considered at their election). 

In addition to the elected members the National President and Secretary of the last Congress 
and President and Secretary of its successor shall be ex officio members, if they are not already 
among the elected members. 

At each Congress one third of the members shall retire according to age, vacancies following 
the death of a member, or vacancies arising from other causes to be taken into consideration. 
They shall be replaced by vote of the Assembly of Delegates. Reelection is not excluded. 

The Chairman of the I. D. C. and the Secretary General are appointed at each Congress. 
Their duties commence at the close of the Congress and they remain in office until the end of 
the following Congress. They are eligible for reappointment. 

The International Dermatological Committee shall meet at the time of the Congress before 
the meeting of the National Delegates and at least once in the interval between the Congresses. 

In case of urgency the Chairman may convene an emergency meeting and the decision shall 
members is present and their vote is unanimous. 


be accepted if a quorum of 7 

The International Dermatological Committee is empowered : 

to deal with all questions regarding dermatological problems of international importance, 

to prepare the agenda for the Assembly of the National Delegates, 

to represent the interests of international Dermatology in relation to other organizations, 

to make suggestions to the President of the next Congress regarding the organization of the 
Congress, 

to select subjects to be considered and to choose the openmg speakers. 

Finances of the Committee: The members of the International Dermatological Committee 
are unpaid. 

To cover the expenses of the Committee (stamps, papers, secretarial work, travel expenses 
for the members once in the interval between Congresses) every National Society will pay a 
contribution for each member to cover a period of 5 years (corresponding to the interval be- 
tween two congresses). The amount of the subscription is fixed by the Assembly of National 
Delegates. 

Countries where there is no Dermatological Organization do not contribute as they have 
no direct representation in the Assembly of Delegates. 

The Secretary General functions as treasurer. 

3. The International Congress of Dermatology.—Object and Scope: The International Con- 
gress of Dermatology has for its object the development and advancement of dermatology 
by giving dermatologists of the different countries an opportunity for submitting their personal 
experiences, of exchanging and discussing their ideas and forming personal bonds with their 
colleagues. 

Meeting, Membership and Regulations: The International Dermatological Congress shall be 
held every 5 years, but should it be impossible for a Congress to be held at the time appointed 
it will meet at a later date, fixed by the I. D. C. in consultation with the Organizing Committee 
of the Congress. 

All dermatologists of the world may be admitted as members of the Congress on payment 
of the congress fee. 

The President of the Congress and his Organizing Committee are responsible for the organ- 
ization of the Congress and for the publication of its transactions. 

The official languages of the Congress are English, French, German, Italian and Spanish. 

The agenda of each session is drawn up by the Secretary of the Congress. 

No report or communication that has previously been printed or read before another learned 
Society, may be presented in the same form to the Congress. 

In the discussion no speech may exceed 5 minutes in length, except by the authority of the 
Chairman, based if necessary on a majority vote by those present. 

The manuscripts of reports, communications and discussions must be handed, before the 
termination of the Congress, to the Congress Secretary for publication in the transactions of 
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the Congress. The editorial board may call upon the author to curtail any report or com- 
munication which involves more than 1500 words (inclusive of space for schedules, and tables— 
illustrations are only allowed in exceptional cases and at the cost of the author,) or to modify or 
withdraw any report or communication not in keeping with the scientific aim of the Congress. 

Any report or communication read before the Congress, but published prior to the appearance 
of the transactions, can appear therein only in the form of a summary. 

Before the Congress the Organizing Committee will publish summaries of reports and 
papers in English, compiled in book form and forwarded to the members of the Congress not 
later than 6 weeks before the Congress. 

The transactions (reports, papers, symposia, discussions) of the Congress shall be published 
in English with summaries of reports only in French, in German and in Spanish. Each of the 
summaries must not exceed 150 words. 

The subscription of membership of the Congress covers the cost of the transactions. The 
subscription must be paid at the latest at the beginning of the Congress. 

Amendments to the Rules.—Any suggested alteration or amendment to these rules must be 
submitted to the Chairman of the I. D. C. at least 3 months before the meeting of the Assembly 
of Delegates. Any alteration must be approved by a two thirds majority of the delegates present 
in order to become effective. 


Scientific Exhibits—Applications are now being received for space for scientific 
exhibits at the meeting of the American Academy of Dermatology at the Palmer House, 
Chicago, in December, 1958. 

Awards will be given for the best exhibits in each of the following categories: (1) original 
investigation, (2) teaching value, (3) historical. 

Address all correspondence before the application deadline, June 1, 1958, to Frederick D. 
Malkinson, M.D., Section of Dermatology, 950 E. 59th St., Chicago 37. 


Earl D. Osborne Fellowship in Dermal Pathology.—The Earl D. Osborne Fellow- 
ship, sponsored by the American Academy of Dermatology and Syphilology, is to provide 
annually the opportunity for study and training in dermal pathology to a postgraduate student 
who has completed satisfactorily at least one year or preferably two years of training in 
dermatology. The stipend is $4000 a year, divided into four quarterly payments during the 
year fellowship. The period of training will be spent at the Armed Forces Institute of 
Pathology, Washington, D. C., the appointment being subject to approval by the director of the 
Institute. The American Board of Dermatology and Syphilology, Inc., has approved the 
Institute as an institute for one year of training. 

It must be emphasized, however, that a student must complete one year of graduate training, 
either before or after completion of the Osborne Fellowship, in an institution approved by the 
Board for three years of training. The primary purpose of the Osborne Fellowship is to train 
dermatologists in dermal pathology. The large amount of material in dermal pathology on hand 
at the Institute will be available for study, and original research may be pursued under the 
direction of the chief of the dermal pathology section of the Institute. 

Dermatologists in training who are interested in this fellowship may obtain application 
blanks from Dr. Hamilton Montgomery, Chairman of the Committee on Pathology of the 
American Academy of Dermatology and Syphilology, 200 First St. Southwest, Rochester, Minn. 
The next available appointment begins July 1, 1959. Early application is urged, and as a rule 
applications will not be considered after Sept. 1, 1958, for the July 1, 1959, appointment. 


The Noah Worcester Dermatological Society—The Noah Worcester Dermatological 
Society is a new organization formed by the Department of Dermatology of the University 
of Cincinnati College of Medicine to sponsor scientific meetings and foster reunions of former 
residents and fellows, members of the faculty, and members of the Cincinnati Dermatological 
Society. In view of the widespread geographic distribution of former residents and fellows, 
annual meetings will be held in areas other than Cincinnati. 

The society has been named for the author of the first American textbook of dermatology, 
“A Synopsis of the Symptoms, Diagnosis and Treatment of the More Common and Important 
Diseases of the Skin.” Dr. Worcester occupied the Chair of Physical Diagnosis at the Medical 
College of Ohio in Cincinnati and later filled the Chair of Pathology, Physical Diagnosis and 
Diseases of the Skin at the Cleveland Medical School. His textbook was printed in Cincinnati, 


in 1850. 
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Both the meetings of the Noah Worcester Dermatological Society and membership in the 
Society will be open to graduate dermatologists, residents, and fellows in dermatology and 
scientists with graduate degrees in other fields, regardless of any association, past or present, 
with the University of Cincinnati. 

The organization and founders’ meeting of The Noah Worcester Dermatological Society 
was held at the Eden Roc Hotel, Miami Beach, Fla., April 23 through April 27, 1958. Both 
executive and scientific sessions were held. 

For further information, address any inquiry to Dr. Alfred L. Weiner, Chairman, Organiza- 
tion Committee, The Noah Worcester Dermatological Society, 616 Union Central Building, 
Cincinnati (2). 
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Clinical Trial 


DDE ALLO) MOYO s 





P. D. C. KINMONT, M.B.E., T.D., M.D., M.R.C.P., Derby, England 
With Statistical Report by G. H. Jowett, Ph.D., B.A. (London), Sheffield, England 


Little has been written on the methods 
of conducting a controlled clinical trial of 
skin preparations or on the statistical anal- 
ysis of the results. 

To observe the reaction of the skin is 
easy; the skin might seem, therefore, to be 
the ideal medium for any sort of trial, but 
to express the quality and degree of the 
reaction is difficult. 

A clinical trial is described in which an 
attempt was made to assess the comparative 


Confusion in the minds of the patients 
who are being subjected to the local applica- 
tions is particularly likely to occur if several 
preparations are used on different areas. 
With the best will in the world they may 
fail to carry out exactly even comparatively 
simple instructions and thus produce very 
misleading impressions. 

The reasons for conducting this “trial” 
have already been published in detail.® 

Sulzberger and Baer laid down eight car- 
dinal properties for agents for external use 


- | value of a synthetic tar and of prepared 
coal tar B. P. in two different bases. A against infections of the skin. These prop- 
satisfactory method of expressing the result erties seem to be so sound that they might 
was sought. be adapted for use in assessing any local 
application. They are as follows: (1) high 
Plan efficiency, (2) low allergenic potential, (3) 
; eee : : very low local primary irritancy, (4) low 
It is essential in a trial of this sort to . + Se ee she Pere 
ease . ; incidence of neoplastic change after long- 
have an initial plan and to discuss this at : : ‘ FF 
; Adhtet . continued use, (5) low systemic toxicity by 
an early stage with the statisticians. If this : of : 
: Aap ig absorption, (6) ease of incorporation and 
is not done, all sorts of statistical objections es s . ; 
stability in suitable vehicles, (7) acceptabil- 
may occur later. P A ; PAS Rit : 
: ae : ity to users (little messiness, stinging, stink- 
| _At this stage it is convemient to put a ing, or staining). 
| limit to the amount of detailed information re . 
| ‘ nae In this trial prepared coal tar B. P. was 
| which the trial is expected to produce. : : 
; chosen as a control. If the list of desirable 
| If large numbers of observations are re- go) so ’ . nye 
properties is applied to this material, it can 








quired, it is very difficult to cope with more 
than four preparations at a time. Details 
obscure the main issue and the trial becomes 
very lengthy if too much is attempted. 


Submitted for publication Jan. 7, 1958. 


Consultant Dermatologist to the Derbyshire 


Royal Infirmary (Dr. Kinmont) ; Department of 
Mathematics, Sheffield University (Dr. Jowett). 


be conceded that the control fulfills Condi- 
tions 1, 2, 3, 4, and 5, within limitations. 

However, reactions to 10% crude coal tar 
in petrolatum have been reported in 37% 
of patients tested.1! Eczematous hypersen- 
sitivity to crude coal tar is also recorded.” 
To apply high concentrations of tar to in- 
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flamed or raw surfaces may be dangerous, 
especially in children. 

Tar may also aggravate skin sepsis or 
provoke a folliculitis if applied to a hairy 
area. 

Unpleasant reactions may occur if the 
skin is exposed to strong direct sunlight or 
ultraviolet radiation after tar application, 
with production of a photodynamic effect. 

Crude coal tar contains carcinogens, no- 
tably benzpyrene. 

The messiness, smell, and staining prop- 
erties of crude coal tar are only too well 
known. Because official tar products are so 
variable in composition and are so notori- 
ously difficult to dispense properly in the 
usual vehicles, many attempts have been 
made to produce efficient substitutes. 

In view of the limitations on the part of 
the control it was decided (1) to limit the 
concentration of 3% or its equivalent; (2) 
to exclude the acute weeping stages of der- 
matitis; (3) to avoid septic patches of 
dermatitis and grossly hairy areas of the 
body; (4) to conduct a separate trial for 
the relative photodynamic properties.® 


Materials 

The necessary standardized products were pre- 
pared and supplied in a single batch. 

It was difficult to achieve a perfect state of 
dispersion of the prepared coa! tar B. P. in 
preparations D and M (Property 6). 

No attempt was made to mask the color dif- 
ferences between the preparations since it was 
desired to observe the two tars in the light of 
Property 7. 

Two bases were chosen, to determine whether 
an emulsified oil-in-water base or a hydrocarbon 
base was the more efficient vehicle for the tar. 


TABLE 1.—Preparations Used in the Trial 








Code Supplementary 
Letter Base Tar Ingredients 
D O/weream* 3% pesmaeee coal a 


tar B. P. 
0.72% purified baat 


K O/w cream * 
fractions ft 
M_ White soft 3% prepared coal 1% salicylic 
paraffin tar B. P. id 
11.5% starch . 
11.5% zinc oxide 
5 White soft 0.72% purified 1% salicylic 
paraffin fractions t acid 
11.5% starch 


11.5% zine oxide 





* An oil-in-water base, emulsified with a nonionic emulgent. 
t Reputedly equivalent to 3% prepared coal tar B. P. 
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The formula for “synthetic tar” used is as 
follows. 

% 
Phenol 4.17 
o-Cresol 4.17 
Quinoline 2.08 
Pyridine 2.08 
Picoline 2.08 
Toluene 8.33 
Xylene 4.17 
Anthracene 4.17 
Phenanthrene 16.66 
Carbazole 10.43 
Naphthalene 41.66 
100.00 


Twenty-four hundredths per cent of this mixture 
is regarded as equivalent to 1 per cent of pre- 
pared coal tar B. P. 

The Formula of the oil-in-water base used is as 
follows. 


% 

Cetomacrogol emulsifying wax B. P. C. 10.0 

Liquid paraffin B. P. 20.0 

Glycerin B. P. 10.0 

Methyl hydroxybenzoate B. P. C. 0.2 

Distilled water B. P. to 100.0 
Patients 


Theoretically it would be desirable to have 
the selected patients admitted to hospital for 
observation during the trial. Unfortunately, 
where large numbers are concerned this can 
rarely be possible. 

Patients chosen for this trial were all 
those who would have been treated with the 
standard tar application, 3% liquor carbonis 
detergens in Lassar’s paste. 

The more chronic stages of eczema and 
dermatitis; irritable, flexural, guttate, and 
pustular psoriasis, and some other irritable 
skin conditions were included. Vesiculo- 
bullous or subacute vesiculopapular derma- 
toses were excluded. 

No exceptions were made, even though 
the patient might be considered likely to be 
a poor witness. Both sexes and all age 
groups were included. 

Since local applications are considered to 
be a mere part of the treatment of a pa- 
tient suffering from a dermatosis, other 
forms of treatment (internal | medication, 
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CLINICAL TRIAL 


radiotherapy, etc.) were continued during 
the trial. 

Where two or more preparations were 
administered at the same time, the patients’ 
cooperation was sought by telling them that 
it was a test to find out which sort of oint- 
ment was the better for their skins. 


Method 


It is desirable in a trial of this sort to use 
symmetrical areas of the body for the sitnultaneous 
application of the trial materials. Wherever the 
dermatosis was sufficiently extensive, this was 
done. 

Observation of chronic generalized dermatoses 
suggests that, within the limitation of scratching, 
what happens on one side of the body also hap- 
pens on the other. 

Where the area was limited, one of the pair was 
tested first, followed by the other. 

None of the preparations were used on the scalp, 
axillae, or pubic area. 

The patients were asked to apply the ointment 
to white lint, gauze, or linen; to wrap it around 
the affected area, and to cover with a light 
bandage. No cleaning was allowed, and successive 
layers of ointment were applied. 

Diagnosis and assessment of progress were 
made by a single observer over a period of eight 
months. 

Outpatients were examined every two weeks, as 
far as possible, but those patients who had to 
travel some distance were seen every month. A 
standard question was put: “Which preparation 
suited your skin best?” The answer was checked 
against the record of the previous clinical observa- 
tion. The assessment was made on the patient’s 
symptomatic observation combined with the 
clinical change. 


Results 


Sixty-one patients received only one prep- 
aration. Of these, in 31 the eruption had 


cleared completely when the patient was 
seen again; in 13 no appropriate preparation 
was available at the time of reexamination; 
12 defaulted after receiving one preparation, 
and 5 defaulted after receiving the second 
preparation. 

Two hundred twenty patients received 
two or more preparations. Of these, 7 re- 
ceived different tars in different bases; 3 
received the same tar in different bases; 38 
received three preparations, and 32 pa- 
tients received all four preparations. 

For statistical purposes the assessment 
was made in six categories: excellent (Value 
3), good (Value 2), moderate (Value 1), 
ineffective (Value 0), mild adverse reaction 


(Value —1), and severe adverse reaction 
(Value —2). 


Statistical Report 


In the comparison of any particular pair 
of ointments, the only cases included in the 
statistical analysis were those who had used 
both. There were 220 such observations. 
The initial step in the comparison was to 
classify groups of cases as in Table 3, 
according to the assessments for the two 
ointments tested. 

For example, a patient who experienced 
a mild adverse effect with Ointment A and 
had good results with Ointment B was 
counted in Cell (—1, 2); a patient whose 
experience was exactly the opposite was 
counted in Cell (2,—1). Statistical anal- 
ysis consisted for the most part in com- 
paring the numbers of opposites; if the 
difference was statistically significant, this 


TABLE 2.—Over-All Response to Test Materials * 











D K M y 
Cases, Cases, Cases, Cases, Cases, Cases, Cases, Cases, 
Result Value No. % No. % No. % No % 
ro 3 0 0 5 4 2 1.5 8 6 
TREES SOR SIS SI one iene pe ane te 2 37 28 58 41 43 32 60 44 
ES REDE ES eT ee ee 1 42 32 44 32 43 32 49 36 
sibs 0 17 13 14 10 25 19 13 9 
I gs ne con eee —1 31 23 15 11 15 11 6 4 
| Ra aya rae —2 5 4 3 2 6 4.5 1 1 
SEE Lae Ee LEE Ne Te Ai yet Nie 132 100 139 100 134 100 137 100 
PN US ia a os a dm See wi 75 54 108 185 
ae 0.57 1.11 0.85 1.40 





* Total no. of patients, 281; total no. of observations, 603. 
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TasLe 3.—Layout of Results for Statistical Analysis of Comparative Assessments 








Assessment of Ointment A 








S. Adv. M. Adv Ineff. Mod. Good Ex, 
S. Adv. (—2,—2) (—1,—2) (0,—2) (1,--2 2,—2 3,— 
M. Adv. 2-1) (1-1) (0,—1) ap Go} a 
Assessment of Ointment B Ineff. (—2, 0) (—1, 0) (0, 0) (1, 0)* 2, 0 
Mod. —3 1) hy 0, 1)* (1, } es ie & 
Good (3 2 Ch 2) 0, 2) (1, 2)* (2; 2) (3, 2) 
Ex. Zs td @, 3) (i; 3) (2; 3) @, 3) 








* Excluded on the ground that there were likely to be many borderline cases between Ineff. and Mod. and between Mod. and Good. 


indicated a real superiority of one ointment 
over the other, but if not, any difference 
would be explained by the operation of 
chance under a state of affairs where the 
more favorable was as unpredictable as the 
toss of a coin. The x?-test was used, which 
in this case took the following form: the 
x*-criterion was calculated from the two 
counts of opposites by squaring their dif- 


ference and dividing the result by their sum 


—(p—q)?/(p+q). This was then compared 
with the theoretical significance * points 
3.841 (5% level *), 6.635 (1% level”), and 
10.827 (0.1% level*), which would be ex- 
ceeded accidentally (in a trial where there 
was no real difference between ointments ) 
only in the small percentage of trials indi- 
cated in the parentheses. The 5% level is 
usually taken to indicate that an observed 
difference is statistically significant; sig- 
nificance on a higher level (such as 1%) is 
even more convincing. 

Comparisons were made between certain 
pairs of ointments for the following groups 
of patients (all ages and diagnoses). 

A. Patients with a distinctly more favor- 
able or less adverse assessment of one drug 
than the other, i. e., total number in cells 
(—1,—2) (0,—2) (1,—2) (2,—2) (3,-—2) 

(0,—1) (1,-1) (2,-1) (3,—1) 


(2, 0) (3, 0) 
(3, 1) 
(3, 2) 
compared with total number in cells 
(—2,—1) 
(—2, 0)(—1, 9) 
(-2, 1)(-1, D 
(—2, 2)(—1, 2) (0, 2) 


(—2, 3) (-1, 3) (0, 3) (1, 3) (2,3) 


letters) apply to both text and Table 5. 
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This was split into smaller groups as 
follows. 

B. Patients with a distinctly more favor- 
able assessment of one drug than the other 
and with no adverse reaction from either, 
i. €., total number in cells 


(Z% 0) CG, 9) 
(3, 1) 
(3, 2) 
compared with total number in cells 
(0, 2) 
(9,.-3). 1.3) (2,. 3) 


C. Patients with an indifferent or favor- 
able assessment of one drug but suffering 
an adverse reaction from the other, i. e., 
total number in cells 


compared with total number in cells 


(—2,0) (—1,0) 
(—2,1) (—1,1) 
(—22) (-12) 
(—2,3) (—1,3) 


D. Patients suffering a mild reaction 
from one drug and an adverse reaction from 
the other, i. e., (—1,—2) compared with 
Gea’ Soot th 

The sensitivity of this test tends to in- 
crease with the number of cases involved 
but is also increased by excluding “border- 
line” cases where the difference in the 
assessments may not have any real meaning 
or relevance (being due, for example, mere- 
ly to preference for texture or color). Ac 
cordingly, all relevant cells have been 
grouped together for each of these com- 
parisons, other than the cells (0,1), (1,0), 
(1,2), and (2,1), indicated by an asterisk 
in Table 3, which were excluded on the 
ground that there were likely to be many 
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TABLE 4.—Tabulation of Numbers of Patients 
According to Assessment of Results 








(a) Patients Using Ointments T and M 
Ointment M 





Assess- 


ment §.A.M.A. I. My *G.. lx, 
pommel 

M.A. 1 1 2 1 1 1 

OintmentT 4 2 sa ; . ii a 7 
a. 3 6 15 19 7 _ 

Ex. —_ 1 — 4 3 —_ 





(6) Patients Using Ointments K and D 
Ointment D 








Assess- ————__—— —_————— 
ment S.A.M.A. I. M.. Go Ex. 
. 8.8 2 1 —_ - —_ _ 
M. A. _- 5 3 1 2 — 
; ant K 3 eee 6 6 — 
Ointment K M. 1 6 4 8 23 ‘3 
| G. has Sane seek —_ 
{ Ex. = 1 1 1 — 


-(d) Patients Using Ointments T and K 


Ointment K 


Assess-_ —————__—_— + 
ment S.A.M.A. I. M. GG, Bx, 
{Be Me _ _ _ _ — _ 
M. A. — — _ 2 2 - 
P san OE 3. _ 1 1 1 2 — 
Ointment T Bars as 4 2 4 8 3 
r @, — 4 2 11 ll 3 
{| Ex. = — _ 2 1 -- 


(e) Patients Using Ointments M and D 


Ointment D 
Assess-_ ——————————————— 
ment S.A.M.A. I. M. @. Ex. 


‘ee. 1 - 2 — _ 

ye eee ee ee ee 

Ointment M j a ‘ : ; : git 
| @ Cohy ears, date wen aap 

Ex. — 1 ba Abe 

such borderline cases between Ineffective 


and Moderate and between Moderate and 
Good; this exclusion tended to increase the 
significance of the comparisons between nat- 
ural and “synthetic” tar preparations. 

Table 4 gives the trial results, tabulated 
for the purpose of a statistical analysis 
according to the method described above. 
The statistical analysis is summarized in 
Table 5. This shows beyond reasonable 
doubt that the synthetic tar is likely, in 
general, to have a more favorable effect than 
prepared coal tar. Numbers of cases were 
insufficient for detailed comparisons be- 
tween age and diagnosis groups. Two tests 
of homogeneity between the three diagnosis 
groups eczema-dermatitis, eczema-dermatitis 
(atopic), and psoriasis and miscellaneous 
for the comparisons A yielded a value of the 
x’-criterion which was well below the 5% 
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level of significance in each case. There is 
thus no evidence of any group failing to 
conform to the general pattern. There is 
also no evidence, from the statistical anal- 
ysis, that either base is superior to the other. 


Conclusions 


Principle 1—Under the conditions of 
trial for the chronic dermatoses the syn- 
thetic tar proved to be an even more effi- 
cient application than prepared coal tar 
B. P. This is demonstrated simply in Table 
1 by the average values obtained for each 
preparation and perhaps even more clearly 
by the precentage of good results. This 
conclusion is amply justified by the more 
detailed and sensitive statistical analysis. 
Apparently the synthetic tar is similarly 
superior to prepared coal tar B. P. in the 
eczemas of childhood, in adult atopic ec- 
zema, and in psoriasis. This is surprising, 
since it is in these very conditions that 
natural tar is traditionally so effective. 

The scope of the trial did not permit the 
inclusion of large numbers of these particu- 
lar groups. 

Principles 2 and 3.—Mild and severe re- 
actions (Table 1) are much fewer with the 
synthetic tar, especially in a hydrocarbon 
base. 

Principle 4—Since known carcinogens 
have been eliminated as far as possible from 
the synthetic tar, there seems little likelihood 
of neoplastic change in the skin after long- 
continued application. 

Principle 5.—Systemic toxicity was large- 
ly precluded by the conditions of the trial. 
No systemic reaction was observed. 

Principle 6—-The synthetic tar is more 
readily dispensible in emulsified creams and 
in hydrocarbon bases than prepared coal tar, 
which contains inert substances. Both prep- 
arations are stable in suitable vehicles and 
containers under ordinary ranges of tem- 
perature and other normal conditions of 
transport and storage. The synthetic tar is 


of constant composition, whereas the pre- 
pared coal tar is inherently variable. 
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CLINICAL TRIAL 


Principle 7—The synthetic tar may be 
colorless or white and is therefore less 
smelly, messy, and staining than is the pre- 
pared coal tar. 


The Bases 
The statistical analysis failed to confirm 
the clinical impression of the superiority of 
the hydrocarbon base. However, the simple 
exposition in Table 1 follows the lines of 
the clinical impression. 


Summary 


The planning, conduct, and expression of 
the results of a comparative clinical trial of 
local applications on the skin are discussed. 

Certain basic criteria of efficiency for 
skin preparations are suggested. 

The results of a comparative trial of a 
synthetic tar and prepared coal tar B. P. in 
hydrocarbon base, and in oil-inwater base 
are recorded, and 603 observations made on 
281 patients are subjected to statistical 
analysis. 

The synthetic tar proved more efficient 
and less liable to produce adverse reactions 
and was cosmetically superior to the pre- 
pared coal tar B. P. 

There was little evidence that either base 
was notably superior to the other. 

Prof. W. Hobson, B.Sc., of the Department of 


Social and Industrial Medicine, the University of 
Sheffield, advised on the statistics of this trial. 
Messrs. Genatosan Limited, of Loughborough, 
provided the tar preparations in the appropriate 
bases for the trial. 
27 Friar Gate. 
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Kaposi’s Sarcoma Superimposed on Erythroderma 


Psoriaticum 


ANDREW E. SEGAL, M.D., and MAURICE J. COSTELLO, M.D., New York 


The association of one disease with an- 
other may be unrelated or may be the result 
of common etiological factors. One disease 
may predispose a person to the development 
of another, even more serious, disease. It 
is of value to record such experiences so 
that correct judgment may be formed of 
their frequency and importance. 

Goeckerman,! in a report of a case of 
psoriasis associated with lupus erythema- 
tosus, stated that “psoriasis apparently may 
be incidentally associated with any disease.” 
The commoner association of psoriasis pre- 
ceding mycosis fungoides has led observers 
to consider this relationship from a different 
point of view. Murphy and Montgomery,” 
in a review of the literature of simultaneous 
occurrence of psoriasis and mycosis fun- 
goides, found 11 cases and added 1 of their 
own. They summarize the three prevalent 
schools of thought as follows: 

1. The prefungoid stage of mycosis 
(granuloma) fungoides may appear psori- 
asiform. 

2. Psoriasis and mycosis fungoides may 
exist simultaneously in the same person as 
separate diseases. 

3. Psoriasis may develop into mycosis 
fungoides. 

Kaposi’s sarcoma has similarly been re- 
ported in association with other 
entities. Fischer and Cohen,® in reviewing 
the association with the lymphoblastoma 


disease 


Submitted for publication Jan. 10, 1958. 

Read at the meeting of the American Academy 
of Dermatology and Syphilology, Chicago, Dec. 
9, 1957. 

From New York University-Bellevue Medical 
Center, Service of Dermatology and Syphilology, 
Bellevue Hospital. 
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group of diseases, found three cases asso- 
ciated with lymphatic leukemia, one case 
associated with mycosis fungoides, and one 
case with Hodgkin’s disease. 
They added their own case of Kaposi’s 
sarcoma, lymphatic leukemia, and diabetes 
mellitus occurring in the same patient. 


associated 


However, this was not the first report 
of the association of Kaposi's sarcoma with 
diabetes mellitus. Hurlbut and Lincoln,* in 
a review of 13 cases of Kaposi’s sarcoma at 
the Presbyterian Hospital since 1928, found 
that 6 (43%) also had diabetes mellitus. 
They stated that the high incidence appeared 
to be more than a coincidence, and they 
speculated about common_ endocrinologic 
disorders in the two diseases. But Ronchese 
Kern,” reviewing the 11 cases 
Kaposi’s sarcoma at the Rhode Island Hos- 
pital in the past 20 years, were able to find 
none with diabetes mellitus. 


and of 


The following case is submitted as the 
first report in the literature of the associa- 
tion of 
idiopathic hemorrhagic sarcoma. 


psoriasis and Kaposi’s multiple 


Fig. 1—Erythroderma psoriaticum and superim- 
posed generalized nodular lesions of Kaposi’s 


sarcoma, 
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KAPOSTS SARCOMA ON ERYTHRODERMA PSORIATICUM 





Report of a Case 


An 84-year-old white Jewish woman was ad- 
mitted to Bellevue Hospital on Sept. 14, 1954, for 
the first time. She gave a history of being well 
until five years prior to admission, when a mildly 
pruritic eruption began on the left forearm and 
gradually spread over the entire body. There was 
no history of systemic or topical treatment. The 
past history and systemic review were entirely 
normal except for mild hypertension. 

Physical examination revealed a well-developed, 
fairly well-nourished, elderly white woman with a 
universal scaling erythroderma. The nails all 
showed atrophic changes. There were opacity of 
the crystalline lenses, slightly enlarged axillary 
and inguinal lymph nodes, Grade 1 systolic murmur 
at the cardiac apex, and hepatomegaly 3 cm. below 
the right costal margin. The remainder of the 
physical examination was normal. The impression 
at this time was erythroderma_ psoriaticum. 


Fig. 3—Low-power 
magnification of specimen 
stained with hematoxylin 
and eosin showing histo- 
pathology of Kaposi’s 
sarcoma. Note area of 
proliferation, infiltration, 
and small blood vessel 
formation in upper two- 
thirds of corium. 
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Fig. 2.—High-power 
magnification of specimen 
stained with hematoxylin 
and eosin showing histo- 
pathology of erythro- 
derma _ psoriaticum. 


On admission the laboratory results were as 
follows: erythrocyte count 4,200,000 per cubic 
millimeter; leukocyte count 8750 per cubic milli- 
meter; hemoglobin 13.5 gm. per 100 cc.; differential 
count: polymorphonuclear leukocytes 48%, lympho- 
cytes 44%, basophils 1%, eosinophils 7%. 

Urinalysis: albumin and sugar not present ; many 
leukocytes and bacteria. 

Chemical examination of the blood: total protein 
4.7 gm. per 100 cc., albumin 3.1 gm., globulin 1.6 
gm.; examination repeated on Dec. 3, 1956: total 
protein 8.1 gm. per 100 cc., albumin 4.7 gm., 
globulin 3.4 gm. 

Roentgenogram of the chest revealed widening 
of the aorta, with the presence of atheromatous 
plaques, an enlarged left ventricle, and congestive 
changes in both pulmonary fields. 
sodium arsenate 
doses intra- 

because of 


A 1.0% aqueous solution of 
was administered in graduated 
muscularly but was discontinued 














Fig. 5.—Serosal surface 
of the stomach and in- 
testines studded with 
purple, firm nodules. 


nausea, vomiting, and diarrhea. Roentgenologic 
study at this time revealed a poorly visualized 
and distended gall-bladder. Barium enema and 
gastrointestinal series were normal. 

A modified Goeckerman regimen was tried, but 
the patient’s condition became worse, and starting 
Feb. 3, 1955, hydrocortisone, 80 mg., was orally 
administered daily and 20 units of corticotropin 
(Acthar) gel was injected intramuscularly each 
week. This was continued for four months and 
was replaced by prednisone (Meticorten) orally 
20 mg. daily. A maintenance dose of 15 mg. daily 
has been administered since then. The psoriasis 
during this period was characterized by remissions, 
during which the erythroderma faded and distinct 
plaques of psoriasis remained. 

A year after admission the patient developed 
episodes of intermittent diarrhea and constipation. 
A barium enema study at that time revealed nar- 
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Fig. 4—High-power 
magnification of specimen 
stained with hematoxylin 
and eosin showing histo- 
pathology of Kaposi's 
sarcoma. Note incom- 
plete formation oi 
endothelial lining and ex- 
travascular erythrocytes. 
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rowing of the descending colon in its midportion, f 
but the findings were not specific. ' 
On Aug. 17, 1956, in her 86th year, approxi- ’ 
mately two years after admission and seven years : 
after the first manifestation of psoriasis, there . 
were noticed well-circumscribed, reddish-purple ‘ 
nodules 4 mm. to 8 mm. in diameter. These were : 
semihard and tender. The lesions appeared simul- : 
taneously on the extensor surfaces of the extremi- : 
ties, the buttocks, the chin, and the left upper 
eyelid. A few days later the palms and soles were t 
involved with similar lesions. . 
Two weeks later blood occurred in the stool, l 
and this was followed by constipation and diarrhea , 
of short duration. There had been no recurrence. 1 
Physical examination at this time revealed en- o 
larged, slightly tender lymph nodes in the left ¢ 
supraclavicular, axillary, and inguinal regions. 0 
The erythrocyte count was 4,090,000 per cubic i 
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Fig. 6—Several firm reddish nodules (0.5-2.0 
cm.) appear in the epicardial fat. The spleen is 
not involved. 


millimeter; the leukocyte count was 8250 per cubic 
millimeter ; the hemoglobin was 14.0 gm. per 100 
cc.; differential count: polymorphonuclear leuko- 
cytes 68%, lymphocytes 24%, basophils 1%, and 
eosinophils 7%. The urinalysis was normal. 
Chemical examination of the blood was as follows: 
chlorides 105 mEq. per liter, potassium 4.0 mEq. 
per liter, sodium 146 mEq. per liter, icterus index 
5 units, alkaline phosphatase 3.8 units, cephalin 
flocculation 0, total protein 6.1 gm. per 100 cc., 
albumin 3.9 gm. per 100 cc., globulin 2.2 gm. per 
100 cc., cholesterol 293 mg. per 100 cc., cholesterol 
esters 140 mg. per 100 cc. The roentgenograms of 
the chest were unchanged. Roentgenographic study 
of the ribs, vertebral column, and pelvis revealed 
hypertrophic spondylitis and demineralization. 

A biopsy specimen of psoriatic skin from the 
back was reported as follows: “The section shows 
epidermis with moderate, fairly regular acanthosis. 
The granular layer is thin, poorly formed and 
absent in a few foci. There are traces of para- 
keratin and keratin scale. The rete pegs show 
fusion but not clubbing and one or two thin 
suprapapillary plates, one of which is invaded by 
a few inflammatory cells of lymphocyte type. This 
area also shows intercellular and intracellular 
edema. The papillary and subjacent corium are 
slightly edematous and contain dilated small blood 
vessels and a scanty diffuse infiltrate of lympho- 
cytes and histiocytes. Diagnosis: Chronic derma- 
titis of psoriasiform type.” 

A biopsy specimen of a nodular lesion from 
the back suspected of being Kaposi’s sarcoma 
clinically was reported as follows: “The epidermis 
lies within the normal range of contour and thick- 
ness. Occupying the upper two-thirds of the corium 
is a non-encapsulated area of small blood vessels 
of varying size and definition of lumen. Erythro- 
cytes are present within the vessels as well as 
outside. Some lumina are very small and appear 
incompletely formed. The endothelia vary from 
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Fig. 7—Reddish-purple nodules (0.5-2.0 cm.) 
occur haphazardly throughout the small and large 
intestine. 


thin in the larger vessels to very plump and primi- 
tive in smaller ones. Between the vessels lie many 
cells with nuclei of histiocytic, fibroblastic or endo- 
thelial type. There is some edema in this area 
and an occasional focus of lymphocytes and oc- 
casional plasma cells. No chromatophores were 
seen distinctly. Perl’s stain was positive for hemo- 
siderin. Diagnosis: Kaposi’s sarcoma.” 

From Sept. 10, 1956, aqueous crystalline peni- 
cillin G was administered—500,000 units being 
given every eight hours until a total dose of 
20,000,000 units was administered. During the 
treatment period, no new nodules developed and 
the preexisting nodules either remained unchanged 
in appearance or underwent regression and flatten- 
ing. The skin of the feet began to show intense 
erythema, edema, and scaling. At the termination 
of this course of treatment the nodular lesions 
had regressed 20%. 

Beginning Oct. 23, 1956, a course of potassium 
arsenite (Fowler’s) solution was administered, and 
during this period the patient’s general condition 
retrogressed. The erythroderma became severe, 
but no essential change was noted in the nodular 
lesions. 

Roentgen rays were administered to two nodular 
lesions on the palm and on the wrist, 10 mm. and 
7 mm. in diameter, respectively. A total of 450 
roentgens was given to the palmar lesion in four 
weekly treatments; this was followed by 80% 
regression. A total dose of 300 roentgens divided 
in three weekly treatments was followed by com- 
plete disappearance of the lesion on the wrist. 
(Factors: 100-kv., 5 ma, 1 mm. Al filter, half- 
value layer 1.8 mm. Al, target-skin distance 15 
cm.). 


Comment 


Several features of this patient’s condi- 
The fre- 
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tion are worthy of discussion. 








quency of visceral involvement in Kaposi’s 
sarcoma is given by Pillsbury, Shelley, and 
Kligman ® as 10%, and the most frequent 
sites of involvement listed are the gastro- 
intestinal system, liver, lungs, and retro- 
peritoneal mesentric nodes. Other 
investigators state that involvement of 
the viscera is common and that almost every 
organ of the body has been implicated. In 
the case of this patient there was an episode 
of bloody stool followed by constipation and 
diarrhea two weeks after the onset of the 
cutaneous lesions of Kaposi’s sarcoma, 
which was a manifestation of involvement 
of the gastrointestinal tract by the disease. 
Seagrave ® report a case of Kaposi’s disease 
with severe episodes of tarry stool and 
“hemorrhages from the large bowel,” which 
on surgical exploration revealed multiple 


and 
7,8 


involvement of the jejunum and ileum with 


Kaposi’s sarcoma. Aegerter and Peale ° 
state that the commonest death due to 
visceral involvement is from metastases to 
intestinal mucosa, with ulceration, hemor- 
rhage, and exsanguination. Costello® states 
that visceral involvement with Kaposi’s sar- 
coma in the absence of cutaneous manifesta- 
tions may occur. Nesbitt, Mark, and 
Zimmerman " cite five such cases in the 
literature and add one of their own. In this 
case there were symptoms of intestinal dis- 
ease, leading to the roentgen finding of 
narrowing of the descending colon, one year 
prior to the appearance of Kaposi’s sarcoma 
involving the skin. It is purely speculative 
whether the gastrointestinal lesion demon- 
strated at that time was visceral Kaposi’s 
sarcoma, but the possibility does exist in 
view of the above-cited reports. 

In recent years reports have appeared in 
the literature attesting to the efficacy of 
penicillin therapy in Kaposi’s sarcoma.” 
Other investigators believe that penicillin 
is of little or no value in this disease. Since 
we were fortunate in discovering this case 
very soon after its inception, it was decided 
to observe the results or lack of results of 
penicillin therapy in the early stages of the 
disease before secondary fibrotic changes 
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supervened. The natural course of Kaposi’s 
sarcoma includes periods of remission and 
exacerbation as well as stationary periods. 
The duration of the disease may be as long 
as 30 years.® In the case presented, the 
treatment period with penicillin was coinci- 
dent with an interval of clinical inactivity 
and the post-treatment period was marked 
by a 20% involution of the nodular lesions. 

Arsenotherapy in many forms has been 
suggested for many years for both psoriasis 
and Kaposi’s sarcoma.® In this case there 
appeared to be no response in the nodular 
lesions, while the patient’s general condition 
became worse. 

Roentgen-ray therapy is considered by 
Costello® the treatment of choice in Ka- 
posi’s sarcoma. In this patient the nodular 
generalization of the disease and her debili- 
tated state made the use of this modality 
impractical. However, the two lesions which 
were treated with roentgen rays responded 
satisfactorily. 

Pillsbury, Shelley, and Kligman have ac- 
cepted in part the Becker and Thatcher ™ 
view that Kaposi’s sarcoma is a “multicen- 
tric, benign neoplasm originating in the 
perithelial tissue from embryonic mesen- 
chymal cells.” Sachs, Azulay, and Convit ™ 
concluded that Kaposi’s sarcoma is a sys- 
temic angiosarcomatosis of the angioblas- 
toma group and is malignant, though 
protracted, from its inception. In this case, 
the long-standing erythroderma psoriaticum 
with the associated erythema, edema, and 
infiltration may have predisposed the patient 
to the accelerated, uniform, nodular, acute 
generalization of Kaposi’s sarcoma. The 
exhibition of multiple lesions within a few 
days’ time in widely separated areas of the 
cutaneous surface speaks for the multicen- 
tric origin of the disease. 


Summary 


An elderly debilitated patient exhibited 
simultaneous occurrence of erythroderma 
psoriaticum and Kaposi’s multiple idiopathic 
hemorrhagic sarcoma. There have been ne 
similar reports of which we are aware in 
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the literature of the simultaneous occurrence 
of these two diseases in the same patient. 

Comments on etiologic, clinical, and thera- 
peutic aspects are presented. 


140 E. 54th St. (22) (Dr. Costello). 


Addendum 


Since this paper was written, the patient 
died. The pertinent postmortem findings 
follow. 

The final anatomic diagnosis was (1) 
Kaposi’s idiopathic hemorrhagic sarcoma 
with involvement of the skin, pharynx, 
stomach, small and large intestine, peripan- 
creatic adipose tissue, epicardium, and 
mammary lymph nodes; (2) thromboem- 
bolism of the pulmonary arteries, and (3) 
chronic ulcers of the stomach. 

At autopsy the distribution of the lesions 
was classic. There was one unique feature, 
however: the distribution of epicardial and 
peripancreatic lesions along the course of 
the medium-sized muscular arteries. This 
distribution was not noted in the gastroin- 
testinal tract, where the more mucosal dis- 
tribution was seen. 
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The Treatment of Syphilis with Antibiotics Other 


Than Penicillin 


SIDNEY OLANSKY, M.D., Durham, N. C., and WARFIELD GARSON, M.D., M.P.H., Chapel Hill, N. C. 


Shortly after Mahoney’s' original ob- 
servation that penicillin was effective in the 
treatment of human syphilis, it was known 
that penicillin produced allergic reactions in 
some persons. Subsequently, reports in the 
literature indicated that such reactions might 
be expected in from 1% to 6% of treated 
patients. With growing frequency, the phy- 
sician faced the problem of choosing a 
therapeutic agent for patients with syphilis 
who were sensitive to penicillin. The choice 
was either a return to the difficulties and 
dangers of treatment with arsenic and bis- 
muth or the utilization of some other anti- 
biotic with treponemicidal properties. The 
latter choice presented a problem to the aver- 
age physician of accumulating and evaluat- 
ing occasional and widely scattered reports 
in the literature. 

It is the purpose of this paper to review 
the literature and to select and comment 
upon some of the possible choices available 
to the physician who, for whatever reason, 
desires to treat a patient with syphilis with 
an antibiotic other than penicillin. 

Before discussing the clinical effectiveness 
of such agents, it would seem advisable to 
consider briefly various antibiotics which 
have been shown to have an antitreponemal 
effect, either in vitro or in experimental 
animal syphilis. Gliotoxin, aspergillic acid, 
bromaspergillic acid, and fumigacin (hel- 
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volic acid) were compared early with peni- 
cillin, Although the first two agents were 
more effective than penicillin, the inherent 
toxicity and scarcity of these antibiotics 
precluded further observations. Streptomy- 
cin, bacitracin, chiortetracycline (Aureomy- 
cin), chloramphenicol = (Chloromycetin, 
Leukomycin), oxytetracycline (Terramycin), 
erythromycin (Ilotycin), tetracyline ( Achro- 
mycin), carbomycin (Magnamycin), poly- 
myxin B, novobiocin (Albamycin), and 
synnematin B have all been observed to 
have antitreponemal activity in vitro and/or 
in vivo with experimental syphilis infection 
of the rabbit. 

Streptomycin was the first of a long list 
of new antibiotics to be used in the treat- 
ment of human syphilis. Herrell and 
Nichols? in 1945 treated four cases, and 
all improved initially but subsequently re- 
lapsed. They used 5.3 to 16.6 mg. per kilo- 
gram per day, but animal studies indicated 
that the effective dose was 182 mg. per 
kilogram per day. If this dose is necessary 
in humans, then that used by Herrell and 
Nichols was much too low for effective 
evaluation. It is possible to give humans 182 
mg. per kilogram per day, but it would 
be most undesirable, since severe toxicity 
could be expected at that level. Streptomycin 
did not gain much favor in the treatment 
of syphilis, perhaps mostly for the’ reasons 
mentioned, 

O’Leary et al.* published the first clinical 
study on the use of chlortetracycline in the 
treatment of syphilis. They reported four 
cases (two with early syphilis and two with 
late syphilis), all of whom attained satis- 
factory results. In 1949 Rodriquez et al.‘ 
published an account of the first large series 
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of patients with early dark-field-positive 
syphilis treated with chlortetracycline. They 
reported 28 cases treated with a total of 70 
gm. given in divided doses for 1114 days. 
Initial results were good, but 100% of the 
patients had moderate to severe gastrointes- 
tinal difficulties. They ® published further 
in 1952 and extended their study to over 
100 cases. They concluded that the results 
in early syphilis were 80% successful; nine 
patients treated for neurosyphilis were pro- 
gressing satisfactorily 15 months or more 
after treatment; seven women treated during 
pregnancy gave birth to five normal children 
—the two nonsurvivors showed no evidence 
of syphilis on autopsy. 

In 1950 Olansky et al.,° using various 
schedules, concluded that 60 mg. per kilo- 
gram per day by mouth for eight days was 
the optimum dose of chlortetracycline in 
early syphilis. Their results also indicated 
80% successful results in early syphilis. 
They confirmed the effect of chlortetracycline 
in prenatal syphilis and neurosyphilis. They 
were most impressed with the effectiveness 
of chlortetracycline in the treatment of be- 
nign late cutaneous syphilis. The high inci- 
dence of gastrointestinal reactions with 
chlortetracycline therapy was also noted, but 
they reported the development of vitamin B 
deficiency states with these high dosages. 
The reactions were prevented and controlled 
with daily intramuscular injections of 1 ml. 
of vitamin B. Kierland and O’Leary 7 
in 1949 and 1950 reported a series of cases 
of neurosyphilis and benign cutaneous syph- 
ilis treated with chlortetracycline. The clin- 
ical results were excellent, but the high 
incidence of gastrointestinal reactions was 
a serious drawback. Others have confirmed 
the observations that chlortetracycline by 
mouth is generally effective in all stages of 
syphilis. 

From 1949 to 1954 various reports *1 
appeared on the use of chloramphenicol in 
the treatment of syphilis. These reports 
indicated that chloramphenicol was as effec- 
tive in the treatment of all stages of syphilis 
as was chlortetracycline and in the same 
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dosage. It had one great advantage—the 
gastrointestinal reactions were almost elimi- 
nated. This drug would have received ex- 
tensive trials in the treatment of syphilis, 
but reports of blood dyscrasias associated 
with chloramphenicol treatment discouraged 
further studies on the use of this valuable 
drug. A form of chloramphenicol adminis- 
tered intramuscularly was also available and 
found to be effective by several workers.’*-1% 
This method of treatment overcame the ob- 
jections to oral therapy of syphilis. A total 
dose of 12 to 24 gm. over a period of a 
week seemed to be as effective as oral ther- 
apy. No serious toxicity to chloramphenicol 
administered intramuscularly was observed. 

Shortly after oxytetracycline appeared on 
the scene, it was used in the treatment of 
syphilis. In 1950 and subsequently !*1° re- 
ports appeared on small series of cases. By 
this time, the incidence of early syphilis had 
decreased to the point where large numbers 
of cases could not be collected for treatment 
in one place. For this reason, oxytetracy- 
cline has not been as extensively evaluated 
as_ chlortetracycline and chloramphenicol 
have been. Apparently it can be used in the 
same dosage and with similar effect as chlor- 
tetracycline or chloramphenicol. 

Turner and Schaeffer ?® in 1954, using 
various antibiotics in the treatment of rabbit 
syphilis, concluded that erythromycin and 
carbomycin were very promising. In 1954 17 
Alexander and Schoch treated early syphilis 
with erythromycin. They used 200 mg. of 
erythromycin four times daily for eight 
days. The initial results compared well with 
those observed with chlortetracycline, chlor- 
amphenicol, or oxytetracycline therapy. In 
1955 Buckinger et al.4* and subsequently 
Hookings and Graves ” reported upon 41 
cases of syphilis treated with carbomycin. 
They found it to be effective in early syphilis 
and late benign syphilis and in reducing the 
VDRL titer in latent syphilis. A dose of 
21 gm. for primary and secondary syphilis 
and 42 gm. for other stages treated was 
recommended. This was given orally, 1 gm. 
as a priming dose followed by 500 mg. four 
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times daily until the total dose was received. 
No serious reactions were observed by them. 
They concluded that carbomycin is useful in 
the treatment of all stages of syphilis. 
Tetracycline and synnematin B have re- 
cently been successfully used in treating a 
small number of cases of early syphilis. 


Conclusions 

Numerous antibiotics have been demon- 
strated to be effective antitreponemal agents 
in animals. 

Chlortetracycline, chloramphenicol, 
possibly oxytetracycline have been success- 
fully used in sufficient numbers of patients 
with syphilis to demonstrate their effective- 
ness in early syphilis, benign late cutaneous 
syphilis, neurosyphilis, and prenatal syphilis. 

There is little reason to believe that chlor- 


and 


tetracycline, chloramphenicol, or oxytetra-' 


cycline would not be effective in latent 
syphilis and cardiovascular syphilis in ade- 
quate dosage. 

Carbomycin and erythromycin appear to 
be very promising agents in the treatment 
of syphilis, but further evaluation would 
seem indicated before recommendations of 
their widespread use in the treatment of this 


disease. 
A more complete bibliography may be obtained 
from the authors on request. 


Duke Hospital (Dr. Olansky). 
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A Granuloma of the Skin Resembling Histiocytoma 





G. PANJA, M.B., D.Bact. (Lond), F.N.I., F.D.S. (Lond), and S. N. CHAUDHURI, B.Sc., 


M.B.B.S. (Cal), Calcutta, India 


This is the first time that a remarkable 
case of a disease very similar to histiocytoma 
cutis described by European and American 
workers is put on record in India by us. No 
case in India has been reported before. 

Unna (1896) described a condition known 
as fibroma simplex and found the lesion 
moderately cellular and composed of coarse 
collagen bundles. Woringer (1931) first 
proposed the name histiocytoma, as he found 
phagocytic cells filled with lipoids in the 
lesions. He regarded histiocytoma as young 
dermatofibroma because he believed that the 
histiocytes were the parent cells of the fibro- 
blasts. Sézary et al. (1933) described his- 
tiocytoma as a solitary tumor with a 
predilection for the extremities and com- 
posed of fibroblasts showing short spindles, 
richer in protoplasm, with larger nuclei, and 
containing intracellular lipoids and some- 
times multinucleated giant cells. Sézary et 
al. (1933) differentiated histiocytoma from 
fibroma and xanthoma. Michelson (1933) 
regarded histiocytoma as a chronic inflam- 
matory proliferation of fibroblasts following 
trauma and not as a tumor. Civatte (1933) 
regarded the condition as a fibroma arrested 
in its normal growth and development into 
a fibrotic nodule. Senear and Caro (1936) 
corroborated Woringer’s findings and 
proved the cells as histiocytes by vital stain- 
ing with colloidal iron. In their admirable 
article on 25 cases the following data are 
found: Males and females were both af- 
fected, but the latter were affected more 
often; age incidence varied from 17 to 55; 
duration of the disease varied from 4 months 
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to 10 years; legs and shoulders were most 
frequently affected; in most cases a freely 
movable single lesion with a sessile base was 
found, but multiplicity may be seen; the 
size of the lesion varied from 1 to 2 mm.; 
the shape was round or ovoid, with abrupt 
elevation from the skin; the color was light 
gray-brown to deep violaceous red; micro- 
scopically the entire corium was filled with 
collagen fibers and cells containing large, 
oval or rounded nuclei and some filled with 
deposits of lipoid droplets; the majority of 
the cells were histiocytes because of their 
capacity to take up lipoid and iron granules; 
differential diagnosis was made from derma- 
tofibroma, keloid, xanthoma tuberosum, and 
sarcoid. Gross and Wolbach (1943) re- 
garded such cells as endothelial cells, and, 
as they found blood vessels in the lesions, 
they labeled them as sclerosing hemangioma. 
Arnold and Tilden (1943) placed the histio- 
cytoma in the xanthoma group. Rentiers 
and Montgomery (1949), in their study of 
95 cases, described two groups. Histolog- 
ically Group A was composed chiefly of 
fibrous elements showing spindle-shaped 
cells with finely tapering ends and without 
any histiocytes, foam cells, or Touton giant 
cells; staining for iron and staining with 
Sudan III gave negative results. Group B 
was composed of foci of histiocytic cells and 
foam cells; some showed the presence of 
iron, and staining with Sudan III gave posi- 
tive results. Group A was diagnosed by the 
authors as dermatofibroma, and Group B, 
as histiocytoma. Zak (1950) differentiated 
reticulohistiocytoma from ordinary histio- 
cytoma of the skin by noting the presence 
of large pale cells in the former, and he 
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considered these as nerve ganglion cells. 
Lever (1954) described histiocytoma as 
single or multiple indolent nodules; reddish, 
yellowish-brown, or bluish-black in color, 
and composed mainly of histiocytes and 
scanty fibroblasts. He distinguishes histio- 
cytes from fibroblasts by their larger size, 
ample amount of pale cytoplasm, and ovoid 
rather spindle-shaped nuclei, some contain- 
ing varying amounts of lipid or hemosiderin 
or both. In addition to the histiocytes, a 
fairly large number of true foam cells and 
some Touton giant cells are found. Numer- 
ous newly formed capillaries with prominent 
endothelial cells may also be present. Mont- 
gomery (1954) has described the condition 
as reticulohistiocytoma occurring as multiple 
cutaneous nodules composed of collections 
of histiocytes and multinucleated giant cells. 


From all the references gathered, it may be: 


considered that histiocytoma cutis is a defi- 
nite clinical entity. It is an indolent tumor; 
either single or multiple; reddish, yellowish, 
or bluish-black in color, and composed 
mainly of histiocytic cells, foam cells, endo- 
thelial cells, scanty fibroblasts, and occa- 


Fig. 1.—Granulomatous lesions on the face (be- 
fore treatment). 
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sional Touton giant cells. Some of the 
histiocytes may contain lipid or hemosiderin, 
No satisfactory treatment is known. 


Report of a Case 


The patient is a Hindu man aged 32 years, 
married and with two children, photographer by 
occupation, whose general health is fairly good. 
The duration of the present illness is about one 
month only. 

History of Illness——His illness started as a 
sore on the prepuce of the penis about one and 
one-half months ago. At that time he had a slight 
fever with sore throat, which continued for two or 
three days only. He gives no history of sexual 
contact. Skin lesions appeared after a few days. 
When the lesions on the body began to appear, his 
blood was examined by Wassermann and Kahn 
tests, but these were negative. He was given in- 
jections of pencillin, 500,000 units twice daily for 
eight days, without any effect on his penile and 
body lesions. 

Clinical Examination—When the patient was 
examined by us, the penile sore was still present, 
with diffuse margin and slightly indurated base 
and pus exuding from the preputial opening. Skin 
lesions were found on the extremities and trunk 
and were most numerous on the face, i. e., forehead, 
eyebrow, cheek, and chin. Palms, soles, and ears 


Fig. 2—Granulomatous lesions on the face (after 
treatment). 
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Figure 3 


Fig. 3.—Lesions on the upper extremities, face, 
and front of chest (before treatment). 


Fig. 4—Lesions on the upper extremities, face, 


were free. The lesions were discrete, small, 
rounded or ovoid, abrupt elevations on the skin, 
with a pale yellow color, and they were slightly 
tender on pressure. No glands were palpable; liver 
and spleen were not palpable; temperature was 
normal. Wassermann and Kahn tests were ex- 
amined for the third time, but they were negative. 
Smears from the skin lesions showed no protozoa, 
no acid-fast bacilli, and no other bacteria. Blood 
was examined for hemoglobin percentage, total 


Fig. 5—Photomicrograph showing normal epi- 
dermis, ulcerated area, and layer of infiltrating 
cells. Hematoxylin and eosin; mag. X 75. 


Fig. 6—Photomicrograph showing histiocytes, 
foam cells, and endothelial cells. It also shows in- 
volvement of muscle fiber by foam cells and histio- 


Figure 5 
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Figure 4 
and front of chest (after treatment). 


white blood cell count, and differential count, and 
all were found normal. Stool and urine examina- 
tions showed no abnormality. Smear from the 
penile sore was examined for Treponema pallidum, 
but it was negative. A provisional diagnosis of 
multiple granulomata of unknown etiology was 
made. 

Histopathological Examination.—Horny layer is 
reduced in thickness. At one site epidermis is absent 
and is replaced by a blood clot, indicating an ulcera- 


cytes, indicating the invasive nature of the process. 
Hematoxylin and eosin, mag. X 500. 


Figure 6 








, Uleerated area 


Fig. 7.— Photomicrograph 
showing normal _ epidermis, 
ulcertated area, and layer of 
infiltrating cells. Hematoxylin 
and eosin; mag. X 200. 
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Normal 
Evidermis 


Continuous layer of 
infiltrating cells 


tion. Below this there is invasion of the rete, with 
numerous large mononuclear cells extending upward 
from the subepidermal region. Basal layer is in- 
distinguishable at this site only. On either side 
moderate acanthosis is present and basal layer is 
intact. The predominant feature is intense infiltra- 
tion just beneath the epidermis and also collections 
of infiltration here and there deeper down in the 
dermis, indicating the presence of a dermal granu- 
loma. Cells in the infiltrate are chiefly of three 
types: (1) preponderance of mononuclear cells con- 
taining deeply stained circular or oval nuclei and a 
pale stained protoplasm—regarded as _ histiocytes; 
(2) foam cells showing small nuclei and large un- 
stained foamy bodies; (3) endothelial cells with 
huge vesicular pale-staining nuclei. Besides these, 
scanty polymorphonuclear cells and fibroblasts are 
also present. Dilated capillaries show red blood 
cells inside, and at the periphery large endothelial 
cells are also seen here and there. Touton giant cells 
are not seen. Plasma cells and_ endarteritis 
obliterans are not seen. Iron stain does not show 
any iron pigment. Special stains for fungi and 
bacteria do not show any organisms. Vital staining 
could not be done, and, therefore, the histiocytic 
nature of the predominating mononuclear cells 
could not be definitely established, but, from avail- 
able evidences, the tumor is suggestive of granuloma 
similar to histiocytoma cutis. 


Treatment 


No writers have described any successful 
medical treatment. This patient had corti- 
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sone therapy without any good result. 
Emperically, sodium antimony gluconate 
(Stibatin Glaxo), 3 cc. I. M., was tried daily 
for 10 days. Then it was given on alternate 
days for 20 more injections, and a definite 
improvement was seen in the penile as well 
as body lesions; after a course of 30 injec- 
tions, all the lesions completely subsided. 
It is now about a year since the treatment 
was discontinued. No relapse has been 
noted. It is difficult to explain the action of 
antimony in this case, but one of us (G. P.), 
encouraged by the success on a previous case 
of unidentified granuloma, tried the same 
treatment on this case, and the result has 
been highly satisfactory. 


Summary 


A case of granuloma histologically almost 
similar to histiocytoma cutis is reported for 
the first time in India. Multiple small, round 
or ovoid, pale-yellowish tumors on the skin 
of face, trunk, and extremities, preceded by 
a penile sore, are seen on an adult male with- 
out any history of sexual conjugation. 
Wassermann and Kahn tests are repeatedly 
Histologically, a collection of 
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histiocytes, foam cells, and dilated capillaries 
with well-developed endothelial cells and 
scanty fibrous elements are seen. No micro- 
organisms—protozoa, bacteria, or fungi— 
are found. Treatment with sodium antimony 
gluconate administered intramuscularly was 
eminently successful. No relapse has taken 
place during a watch of about a year. 


117 Vivekananda Rd. (6). 
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Cutis Laxa 


HARRY M. ROBINSON Jr., M.D., and FRANCIS A. ELLIS, M.D., Baltimore 


Cutis laxa is a rare condition characterized 
by hypertrophy and laxity of the skin and 
underlying connective tissue. The skin hangs 
in folds, thereby producing the clinical pic- 
ture of premature senility in the affected 
person. Although relatively few definite ex- 
amples of this syndrome have been pub- 
lished, the literature on the subject is 
extensive. As ~ result of numerous publica- 
tions, the nomenclature associated with this 
condition is cluttered with confusing and un- 
wieldy terms. 


The recent study of a case of cutis laxa 


in a 3%-year-old white girl prompted the 
following case report and a review of the 
literature. An attempt has been made to 


properly classify this unusual condition of 


unknown etiology. 


Report of a Case 


Pertinent History.—A girl aged 3% years was 
referred for the first time for dermatologic con- 
sultation because of a defect in her skin which 
had been present since birth (Fig. 1). Her mother 
noticed that the skin at birth was abnormally 
wrinkled, although at first the wrinkling attracted 
little attention, As the child grew older, the con- 
dition progressed. When the child was one year 
old, a pediatrician made a diagnosis of cutis 
hyperelastica, and at this time no conclusion was 
drawn from the histopathologic findings. Subjec- 
tive symptoms were absent. The general health 
of the patient was described as good, and there 
were no subjective symptoms or signs of chronic 
illness. Occasional upper respiratory infections 
of short duration developed but left no sequelae. 
The growth rate during the next two and one-half 
years was described as normal, with concomitant 
mental acuity. The family history for similar 
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Fig. 1—The 34-year-old patient. Note appear- 
ance of advanced age. Folds of skin hang from 
the neck, axillae, and flanks. 


dermatological disorders was negative. There was 
no history of consanguinity. There are two nor- 
mal siblings. A complete pediatric survey revealed 
no physical abnormalities other than the cutaneous 
deformity. Roentgenograms of the chest and long 
bones revealed no defects, and the hematological 
picture was normal. 

Physical Examination.—The child presented the 
physical features of extreme age. The facial ex- 
pression, with sagging and loss of elasticity, con- 
tributed to this appearance. The skin of the neck 
was wrinkled and hung in folds. There were also 


skin folds adjacent to the axillae, breasts, and 


abdomen and on the lower extremities. The hyper- 
elasticity characteristic of the Ehlers-Danlos syn- 
drome was absent. The skin was soft, without 
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evidence of gross inflammatory reaction. Palpa- 
tion did not elicit subjective symptoms. There 
were no pseudotumors on the elbows or knees. 
The hair growth was normal for a child of 3% 
years. The skin surface was normal. 

There were no abnormalities in texture or func- 
tion of bones, joints, or muscles. Extensibility of 
joints was normal for a child of 3% years. 

The child was mentally alert, with normal reac- 
tions to physical and emotional stimuli. 

Histopathology.—A biopsy specimen was taken 
from the skin of the abdomen when the child was 
1% years old. In the hematoxylin-and-eosin-stained 
section the keratin layer was essentially normal. 
The rete was approximately 0.1 to 0.15 mm. wide 
and showed slight acanthosis. The increased width 
and slight acanthosis may have been due to the 
fact that the section was cut at a slight angle. 
The epidermis was composed of compact prickle 
cells, with minimal evidence of intercellular edema 
or exocytosis. A slight amount of intracellular 
perinuclear vacuolization was present. There was 
mild pigmentation in the basal layer. In the upper 
cutis there was slight dilation of capillaries. A 
minimal increase in fixed connective tissue cells 
was evident in the first 0.2 mm. of the cutis. The 
collagen seemed to be compact, but it is well known 
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that such changes are difficult to interpret. The 
appearance of the collagen in such sections often 
depends on the technique of performing the biopsy, 
on fixation, on staining, and on other factors. The 
hair follicles and sebaceous glands were few and 
rudimentary in type, and only a few sweat glands 
were seen. These findings of the appendages may 
be considered normal for the patient’s age and 
the biopsy site. In the area photographed (Fig. 
2A) the findings in the epidermis and the cutis 
were similar to those previously described. 

In the specimen stained for elastic tissue the 
epidermis appeared normal, although in this section 
there was a moderate number of rete cells with 
perinuclear vacuolization. The sebaceous glands 
and hair follicles also seemed to be rudimentary 
in this section. In the upper 1 mm. of the cutis 
there were many interlacing long fibers of elastic 
tissue in which the fibers were more numerous, 
with more branching than normal. In the papillary 
and subpapillary layers the elastic fibers were 
sparser and more delicate. Some of these fibers 
extended up into the papillae, almost touching the 
basal layer. In the deeper cutis, 2 or 3 mm. below 
the epidermis, the elastic tissue was sparser and 
the fibers were shorter and thinner. 


Fig. 2A.—Section 
stained with hematoxylin 
and eosin. There is a 
thin keratin layer. The 
rete is slightly thickened 
for a child of this age. 
A moderate amount of 
perinuclear vacuolization 
of. the rete cells is pres- 
ent, but this may be in 
part an artifact. There 
is mild perivascular in- 
filtration about the small 
blood vessels of the cutis. 
The collagen is essentially 
normal in appearance. 
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Fig. 2B.—Stained_sec- 
tion of elastic tissue. The 
epidermal changes are 
similar to those in Figure 
2A. In the upper cutis 
the elastic tissue fibers 
are abundant and are thin 
and wavy. Some extend 
into the papillary layer. 
In the midcutis the fibers 
are broader and less deli- 
cate. The figure does not 
show the deeper cutis, 
where the elastic tissue 
is also sparse. 


Analysis of the Literature 


Objective Findings—The patient de- 
scribed in this report presents physical 
features similar to those of the patients 
reported by Carney and Nomland (Fig. 3), 
Fox (Fig. 4), and Bettman (Fig. 5) and 
the one included in the recent text by Pills- 
bury, Shelley, and Kligman.t_ The descrip- 
tions published by von Kétly? and Goth? 
are also similar. The first satisfactory clin- 
ical description of cutis laxa (dermatolysis) 
was published by Pusey,* who stated, “the 
condition is analogous to that seen normally 
in certain of the lower animals like hounds 
in which the skin can easily be picked 
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up in the hands in large folds or hangs in 
loose folds under the jaws and flanks.” 
Hyde’s® description of the physical mani- 
festations was somewhat similar to that of 
Pusey. Many authors refer to the publica- 
tions on dermatolysis by Bell,® Alibert," 
Stokes,® and Mott.® The clinical findings re- 
ported by Bell in 1809 were unmistakably 
those of cutis hyperelastica. Alibert (Fig. 
6), Mott (Figs. 7 and 8), and Stokes pre- 
sented case reports with drawings suggestive 
of neurofibromatosis (von Recklinghausen’s 
disease) rather than cutis laxa. Mott,® us- 
ing the term pachydermatocele, described 
lesions in five patients who apparently had 
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Figure 3 


Fig. 3.—Patient reported by Carney and Nom- 
land." She first developed blepharochalasis at 50 
years of age. Pelvic relaxation occurred when 
she was 20 years old. This may have also been 
part of the syndrome of cutis laxa. (Reproduced 
with permission from Carney, R. G., and Nom- 
land, R.: Arch. Dermat. & Syph. 56:794, 1947.) 


Fig. 5.—Cutis laxa in a white man aged 62. 
The first symptoms appeared at age 38, and the 
disease was progressive. (Reproduced with per- 
mission from Bettman, A. G.: Plast. & Recon- 
struct. Surg. 15:489, 1955.) 


Figure 5 
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Figure 4 


Fig. 4—Jamaican Negro woman, patient of Dr. 
Howard Fox. (Reproduced with permission from 
Ormsby, O. S.: Diseases of the Skin, Philadelphia, 
Lea & Febiger, 1937, p. 575.) 


Fig. 6.—Case reported by Alibert. The pendulous 
folds in this drawing suggest that the condi- 
tion may have been an extreme example of neuro- 
fibromatosus. Diagnosis cannot be confirmed, as 
histopathology was not available. (Reproduced 
with permission from Shelley, W.: Classics in 
Clinical Dermatology, Springfield, Ill., Charles C 
Thomas, Publisher, 1953, p. 42.) 


Figure 6 
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Fig. 7.—Localized lesion in a patient reported 
by Mott. The lesion in this drawing is suggestive 
of neurofibromatosis. (Reproduced from Mott, 
V.: London Med.-Chirurg. Tr. 37:155, 1854.) 


neurofibromatosis and not cutis laxa. It is 
possible that the “brown spote or mole” 
described as the initial lesion was in reality 
the “café au lait” spot of von Recklinghau- 
sen’s disease. This theory is likewise sub- 
stantiated by the fact that the areas of lax 
skin in these patients were localized. These 
remarks may also apply to Crocker’s pa- 
tient,’° a 39-year-old man who developed 
pendulous folds of skin and subcutaneous 
tissue two years after recovery from a large 
abscess on his buttocks. Several modern 
textbooks described the presence of hyper- 
pigmentation or pigmented spots associated 
with the development of cutis laxa (derma- 
tolysis); however, it is interesting that this 
finding was absent in the patient described 
in the present report as well as in those 
reported by Carney and Nomland,!! Fox,!? 
Saunders,?! von Kétly,? and Goth.* 
Histopathologic Findings.—There are 
relatively few histopathologic studies re- 
ported on patients with the syndrome similar 
to the one presented in this study. Pre- 


660 











These lesions 


Fig. 8—Case reported by Mott. 
are similar to the one in the patient reported by 
Stokes. Neoplasms in both drawings are suggestive 


of neurofibromatosis. (Reproduced from Mott, 
V.: London Med.-Chirurg. Tr. 37:155, 1854.) 


sumably the histopathologic picture of cutis 
laxa is considered to be nonspecific. Von 
Kétly ? described the epidermis and the up- 
per layers of the dermis as normal except 
for slight increase of pigment in the basal 
layer. The significant changes he noted in 
the pars reticularis consisted of edema, dila- 
tion, and thrombosis of vessels; infiltration 
of young connective tissue cells, and a de- 
crease in the collagen and elastic tissue. In 
addition, there was shredding and twisting of 
collagen granular degeneration and clump- 
ing of the elastic material. Goth’s* case 
demonstrated a decrease in the elastic fi- 
bers. The remaining fibers were frayed, 
disordered, and clumped. In the case re- 
ported by Carney and Nomland,"! there was 
thinning of the epidermis, with loss of 
papillae. Their patient was an older woman, 
and this may conceivably account for the 
atrophy of the epidermis. In this case they 
noted loss of elastic tissue, with changes of 
collagen to collastin, and there was no nor- 
mal elastic tissue in the pars reticularis. 
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TasLe 1.—Nomenclature 








ri- 

Diagnostic Term vation Literal Translation 
Dermatolysis Greek Loosening of skin 
Cutis laxa Latin Lax skin or loose skin 
Cutis pendula Latin Hanging skin 
Dermatochalasis Greek _ Slack skin (skin to 

become slack) 
Pachydermatocele Greek Thick skin tumor 
Chalazoderma Greek Lumpy skin 
Chalazodermie Greek Lumpy skin 
Cutaneous geromorphism Greek Skin of senility 

(premature) 
Dermatomegaly Greek __ Large skin 
Dermatose hetermorphe Greek Malformation of skin 
Chalodermie Greek Lumpy skin 





The elastic fibers present were short and 
shredded. Montgomery ?* stated that the 
findings in the elastic tissue in the Ehlers- 
Danlos syndrome and in cutis laxa were the 
same. The histopathologic findings in the 
present case study were similar to those 
previously noted in that the epidermis was 
normal, with pigment deposits in the upper 
cutis. The elastic tisue was decreased and 
fragmented in the pars reticularis. 
Nomenclature (Table 1).—The numerous 
clinical terms applied to this condition are 
of Latin a:id Greek derivation. Frequently 
these terms have been used without regard 
for etymologic derivation. Some authors use 
these terms interchangeably, thus augment- 
ing the confusion. The terms dermatolysis 
and dermatochalasis are Greek in origin 
and signify “a loosening of the skin” or 
“the skin becomes slack.” The term 
dermatolysis is most frequently encountered 
in the literature and is used by some authors 
to embrace both cutis laxa and cutis hyper- 
elastica. There is only one original reference 
in the literature to the use of the term 
dermatochalasis.  Chalazoderma, derived 
from Greek and used by several authors, 
means “lumpy skin.” Chalazodermie, used 
by von Kétly ? and Goth,’ represents a slight 
change in the original spelling, but the basic 
meaning is the same. Pachydermatocele, 
which means “thick skin tumor,” was the 
term used by Stokes § and Mott ® to describe 
localized lesions in which the skin hangs 
in folds. Although the clinical features of 
these patients suggest that the condition pre- 
sented was a variant of neurofibromatosis 
(von Recklinghausen’s disease) many au- 
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thors have quoted both Stokes and Mott 
and include their case reports under the 
category of dermatolysis. The descriptive 
term cutaneous geromorphism (the skin of 
senility) has been also applied to these pa- 


tients. Children who have cutis laxa do 
have the appearance of premature senility, 
a feature so characteristic of the child 
reported in this study. Alibert* also pro- 
posed the Greek term dermatose _heter- 
morphe, but this is an all-inclusive term 
derived from the Greek meaning malforma- 
tion of the skin. The term cutis laxa, 
derived from Latin, means loose skin but 
does not suggest any etiologic agent. 

A Morphologic Entity (?).—The literature 
abounds with descriptions of cutis laxa and 
related syndromes, although specifically de- 
tailed case reports with photographic and 
histopathologic findings are rare. The 
present report, with photographic confirma- 
tion, supplements the recorded cases of cutis 
laxa presented by Bettman,!* Carney and 
Nomland,'! Fox,” and Pillsbury et al.’ 
Drawings of patients reported by Alibert,’ 
Stokes,8 and Mott ® are frequently cited as 
examples of cutis laxa; however, the 
lesions are clinically unlike those in the 
published photographic material but are sug- 
gestive of neurofibromatosis (von Reckling- 
hausen’s disease). The cases reported by 
von Kétly? and Goth® are not plausible 
examples of cutis laxa. The case descrip- 
tion (cutaneous geromorphism) by Souques 
and Charcot ** is suggestive of cutis laxa, 
and it is conceivable that the “unusual 
systemic illness” was coincidental rather than 
a cause per se of the eruption. The patient, 
a girl aged 11, presented the appearance of 
extreme old age. Wise and Snyder! used 
the terms diffuse and disseminate derma- 
tolysis to describe an entirely different clin- 
ical and histopathologic picture from the 
one in this report and in those previously 
presented as cutis laxa. Much of the con- 
fusion in the literature with respect to this 
disorder is occasioned by a confusing no- 
menclature. Few authors writing in the 
standard texts concur on the characteristic 
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histopathologic findings. Schamberg '® stated 
that there is hypertrophy of the skin and 
subcutaneous tissue. Wise and Snyder ” 
reported atrophy of the epithelium and 
stated that connective tissue fibers were 
homogeneous, widely separated, and poorly 
stained. They also noted that the elastic 
tissue was diminished. 

There is a disparity of opinion with re- 
gard to the congenital or acquired origin of 
cutis laxa. Crocker? stated that the diag- 
nosis of cutis laxa should be applied only 
to congenital cases presenting loose attach- 
ment of the skin without hypertrophy. 
Ormsby and Montgomery ™ regarded cutis 
laxa as congenital laxity of the skin. Bett- 
man’s }3 patient began to develop the symp- 
toms of cutis laxa at the age of 38, after 
several operative procedures. The condition 
progressed continually until the patient’s 
death, at the age of 63. The condition has 
been described as generalized, localized, or 
generalized and localized. 

Hertzel '§ stated that two distinct entities 
may exist under the general heading of 
dermatolysis, one coinciding with the clini- 
cal description of cutis laxa and the other 
which he called cutis laxa, elastic skin, cutis 
hyperelastica, or dermatolysis proper. Ellis 
and Bundick ** discussed cutis hyperelastica 
and cutis laxa as separate entities. Hyde® 
described cutis laxa as dermatolysis, al- 
though his descriptions seem to correspond 
to that of either cutis hyperelastica or neuro- 
fibromatosis. He described the skin as “in- 
sensitive or normally sensitive, or the seat 
of painful sensations.” This finding has 
not been present in any of the cases de- 
scribed as clinically characteristic of cutis 
laxa. Fox described the physical mani- 
festations of cutis laxa, but he stressed its 
relationship to von Recklinghausen’s dis- 
ease. The Suttons ' considered dermatolysis 
and cutis hyperelastica as variants of von 
Recklinghausen’s disease with generalized 
peripheral distribution. In his recent text, 
Sutton 7° considered cutis laxa to be a dis- 
tinct entity but stated that the microscopic 
picture was that of neurofibroma. Pusey * 
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was one of the few authors writing in the 
early part of the 20th century who believed 
that cutis laxa may be an entity. Although 
the first recording of cases of cutis laxa was 
attributed to Crocker, the objective find 
ings in his patients were not typical. Bell’s® 
patient definitely had cutis hyperelastica. 
McKusick ** briefly discussed the case of 
an 18-month-old infant reported by Chris. 
tiaens, Marchant-Alphant, and Fovet. He 
stated, “The cutis laxa present in this infant 
was appropriately named as indicated by the 
photographs which show the skin hanging, 
from the trunk in particular, in large loose 
folds. This disorder is not to be confused 
with either the Ehlers-Danlos syndrome or 
pseudoxanthoma elasticum; there is no evi- 
dence of fundamental alliance with either.” 
Unfortunately, the early case records, in- 
cluding some published in the first part of 
the present century, were not accompanied 
by adequate histories, morphologic descrip- 


_ tions, photographs, and histopathologic find- 


ings.» Without the availability of this 
necessary material it is difficult and often 
impossible to properly categorize the re- 
ported cases of early authors. Unwarranted 
errors of description and terminology have 
unfortunately perpetuated the confusion 
which now exists. 


Comment 


In this report, we agree with Saunders” 
and Carney ?? that cutis laxa is a specific 
entity, distinct from cutis hyperelastica and 
neurofibromatosis. In Table 2 there are 
presented the differential features which 
support its classification as a separate syn- 
drome. In cutis laxa the skin hangs in 
folds and the hyperelasticity observed in 
cutis hyperelastica is absent. Neurofibro- 
matosis is characterized by discrete tumor 
formation and café au lait spots. Hyper 
extensibility of joints is typical of cutis hy- 
perelastica but not of cutis laxa of 
neurofibromatosis. Pseudotumors do not oc- 
cur in cutis laxa but are part of the clinical 
picture of cutis hyperelastica (Ehlers-Dan- 
los syndrome). Patients with cutis laxa 
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TaBLE 2.—Differential Diagnosis 
Cutis Laxa Cutis Hyperelastica . Neurofibromata 
Hyperelasticity Skin hangs in folds but is not Hyperelasticity readily demon- Normal elasticity 
hyperelastic strated 

Hyperextensibility of joints ot present Part of syndrome associated with Not present 

hyperelasticity and pseudotumors 
Pseudotumors Not present Almost invariably present at Not present 

ints of trauma on elbows and 

Fibromata Not present Pseudotumors may undergo Present as part of syndrome 

organization 
Café au lait spots Not present Not present Present as part of syndrome 
Premature senile appearance gan neste noticeable Not present Not present 

young c! nm 

Neuropathology Not present Not present May be present 
Effect of advancing years Increase in intensity and degree Decrease in severity of process Increase in extent of tumor 


formation and development 


of café au lait spots 
External texture Somewhat coarser Soft and velvety poe i in areas not in- 
volv 
Extent Universal Universal Discrete lesions 
Histopathology Decrease in elastic tissue; elastic Co nm bundles appear atro- Characteristic fibromata, 
fibers are shredded and clumped phic; Elastic tissue is normal or elastic tissue normal 
ee eapillary fragility 
no 





present the appearance of premature senil- 
ity, and the skin is coarser in texture than 
that observed in cutis hyperelastica or in 
neurofibromatosis. The clinical course of 
cutis laxa is progressive with advancing 
years in contradistinction to amelioration of 
skin changes in patients with cutis hyper- 
elastica with the passage of time. The 
histopathologic manifestations of neurofi- 
bromatosis are characteristic. The elastic 
tissue in cutis laxa is fragmented and di- 
minished in quantity, whereas in cutis hy- 
perelastica it is normal or increased in 
amount. 

According to the presently accepted no- 
menclature, the term dermatolysis should be 
used for all dermatological conditions in 
which there is significant abnormality of 
the normal elasticity of the skin, as in cutis 
laxa, cutis hyperelastica, and extensive neu- 
rofibromatosis. The term cutis laxa should 
be applied to a disorder in which there is 
acquired or congenital laxity of the skin 
which progresses with advancing years. The 
histopathologic picture of cutis laxa should 
manifest a decrease and shortening of elastic 
fibers, with fragmentation in the pars papil- 
laris. Cutis laxa is a simple, descriptive, 
readily understandable term which is not 
as unwieldy as others recorded in published 
literature. Its general adoption is urged. 


Summary and Conclusions 
The case history of a 34-year-old girl 
with the clinical and pathological manifesta- 
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tions of cutis laxa is presented. A careful 
consideration of the differential diagnostic 
features suggests that cutis laxa is a spe- 
cific entity. The term cutis laxa is suggested 
as a replacement for some of the lengthy 
unwieldy diagnostic terms used in earlier 
reports. 

Division of Dermatology, Department of Medi- 


cine, University of Maryland School of Medicine 
and College of Physicians and Surgeons. 
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Personal communications 


ABSTRACT OF DISCUSSION 


Dr. Cart W. Laymon, Minneapolis: It is with 
a great deal of trepidation that I open the dis- 
cussion on a disorder which, to the best of my 
recollection, I have never seen. 

In any event we all owe much gratitude to Dr. 
Robinson and Dr. Ellis for attempting to clarify 
the confusion which has been associated with cutis 
laxa, especially concerning nomenclature. In Dor- 
land’s medical dictionary the terms cutis laxa and 
dermatolysis are regarded as synonymous. Dr. 
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Robinson and Dr. Ellis have pointed out, and cor- 
rectly, I believe, that the term dermatolysis is a 
broad generic one which has included cases of 
cutis laxa, cutis hyperelastica, and neurofibroma- 
tosis. If a diagnosis of dermatolysis is made, no 
one really knows what is meant except that the 
patient has loose skin. It is analogous to saying 
that a person has dermatitis without further stat- 
ing that the case is one of contact, atopic, 
seborrheic, or some other type. Thus the term der- 
matolysis should be used only when there is a clear 
understanding as to its exact meaning. Cutis laxa 
should be no more of a synonym of dermatolysis 
than neurofibromatosis is of pendulous tumors. 

It seems to me that we dermatologists should 
try to simplify our nomenclature whenever pos- 
sible. This is exactly what Dr. Robinson and 
Dr. Ellis have attempted to do in this group of 
disorders characterized by loose skin. All of you 
can recall many articles which have suggested 
new names for cutaneous disorders in which the 
old term was satisfactory (and some of us have 
written such papers). Most of these new titles do 
not stand the test of time. 

In my opinion, the terms cutis pendula, derma- 
tochalasis, pachydermatocele, chalazoderma, chala- 
zodermie, cutaneous geromorphism, dermatomegaly, 
chalodermie, and dermatose heteromorphe might 


- as well be forgotten. 


The authors have done an excellent job in dif- 
ferentiating the three most important dermatologic 
disorders characterized by dermatolysis, or loose 
skin: cutis laxa, cutis hyperelastica (the Ehlers- 
Danlos syndrome), and some cases of neuro- 
fibromatosis. Of special importance is the 
differentiation between the Ehlers-Danlos syndrome 
and cutis laxa. Undoubtedly many dermatologists 
have had no clear concept of these differences 
which the authors outlined, hyperelasticity of the 
skin, hyperextensibility of the joints, and pseudo- 
tumors being present in cutis hyperelasticity and 
absent in true cutis laxa. 

Dr. Ropert G. Carney, Iowa City: I, too, 
want to thank Dr. Robinson and Dr. Ellis for this 
paper. Having reported a case of acquired cutis 
laxa and gone over the literature very thoroughly, 
I know well in what a mess reports are under 
this diagnosis, a mess no one will comprehend until 
he has undertaken such a study, but Dr. Robinson 
gave you a pretty good idea. I am glad that he 
is in a position where he can do something about 
the nomenclature. Although our case was reported 
as acquired loose skin, I agree with the term cutis 
laxa if we can remove von Recklinghausen’s dis- 
ease and the Ehlers-Danlos syndrome from this 
designation. 

The only question I would raise is whether there 
is any real difference between the congenital and 
acquired cases. The only difference I can see is 
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that the infantile cases have had no involvement 
of the eyelids, whereas in our case and the others 
reported in the literature the patients had to sup- 
port the eyelids with Scotch tape in order to see. 

Dr. JosePpH V. Kiauper, Philadelphia: I should 
like to ask the essayists whether they include in 
this category a commoner, occurrence, that is, the 
eyelid being excessive and hanging down. Is this 
a localized form of cutis laxa? I see that occasion- 
ally at the Wills Eye Hospital. The ophthalmologic 
term is blepharochalasis, and it is also called 
dermatolysis palpebrarum. This was not included 
in the terminology given by Dr. Robinson. The 
surgeons have an operative procedure for this 
condition. 

Dr. Francesco RONCHESE, Providence, R. IL.: 
| have had the privilege of reading the manuscript 
of Dr. Robinson and Dr. Ellis, and I enjoyed it 
very much. 

Some years ago, while studying my cases of the 
Ehlers-Danlos syndrome, I went through the litera- 
ture on cutis laxa. It is strange to read of cutis 
laxa, cutis hyperelastica, and the Ehlers-Danlos 
syndrome, making them practically synonymous. 
Cutis laxa is a separate entity, having nothing to 
do with the Ehlers-Danlos syndrome or with cutis 
hyperelastica. To satisfy the clinical description 
of cutis laxa the skin must hang in folds, whether 
it be the rare infantile, the senile, or the type 
limited to an area such as the eyelids or the 
genitalia. It is a disorder characterized by excess, 
the amount of skin being larger than the area 
which it covers. 


The term “dermatomegaly,” formed like 
“acromegaly,” describes the condition well, 
whereas “dermatolysis” is misleading and should 


be relegated to a list of purely historical terms. 
Pusey’s comparison to the skin of a hound is 
excellent. “Chalazoderma” and “dermatochalasis,” 
which indicate looseness of skin, are also good 
terms. ; 

A few months ago I was fortunate to see a case 
of infantile cutis laxa for the first time. When 
the parents asked what the future of the case 
would be, I ventured to say that the skin might 
stop growing in excess, although I had had no 
personal experience with this disorder. I inquired 
in Italy about three cases published in 1927, 1937, 
and 1942 (Raspi: Riv. clin. pediat. 1927; Setti: 
Lattante, 1937; Scarzella: Infanzia, 1956), but 
none of these cases was followed up. Leider, in 
his “Practical Pediatric Dermatology” (The C. V. 
Mosby Company, 1956) writes that the condition 
corrects itself in the course of weeks or months. 
Let us hope that this is the correct prognosis. 

The baby shown in the slide was 6 months old 
last September and shows the characteristic senile 
face, and, I imagine, if he loses more fat, he is 
going to be still older looking. You can see how 
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the skin is folding where the hands are holding 
the body. 

The patient shown in the slide is a normal male, 
with a normal penis, and the penis is completely 
buried by the excess of skin. 

Dr. V. M. Hentncton, New Orleans: I did 
not realize that Dr. Robinson was going to present 
this patient today, and I did not come prepared 
to discuss the case, but the Kodachrome trans- 
parency that he showed you was of one of our 
patients at Charity Hospital; I don’t know whether 
he knows it, but this is certainly not a compliment 
to our plastic surgeons. This is after she had 
received cosmetic surgery. She had over 15 Ib. of 
excess skin and tissue removed. I have a photo- 
graph of this patient before the operation and will 
send it to Dr. Robinson. 

Dr. Francis A. Exttis: We wish to thank the 
discussers. I think that the development of changes 
in the eyelids in younger patients is just a matter 
of time. In my opinion these patients have not 
been followed long enough. If we follow them 
carefully, we will eventually note that the lids 
will become lax and interfere with vision. I have 
often felt that the hanging lower lids might be 
part of the syndrome of cutis laxa of a localized 
type. 

After having had an opportunity to study histo- 
logic sections from a case of cutis laxa and a case 
of hyperelastosis, I have come to the conclusion 
that the histologic findings by present methods do 
not permit us to determine that there is any real 
alteration that is specific in the collagen or elastic 
tissue in these two conditions. In fact, I think that 
the changes may some day be shown to exist on 
a physiochemical basis, and we must wait for 
further studies along these lines. Perhaps the elec- 
tron microscope will show us more definite dif- 
ferential findings between the two conditions. 

In cutis laxa, there is possibly an overgrowth 
of the cutaneous tissue plus an interference with, 
or an altered connective tissue connection between, 
the skin and subcutaneous tissue. 


As to nomenclature, the term “lysis” is usually 
used to denote dissolution, but it certainly has 
been accepted in the term “dermatolysis,” meaning 
a loosening of the skin. I agree with Dr. Laymon 
that it may be better to drop this term, which is 
in most textbooks, or, if we are going to use it 
at all, use it as a heading for the subgroups which 
have been discussed here. 

We speak of lumping and separating diseases. 
I am a lumper (as, lichen nitidus is a form of 
lichen planus), but I think that we should not put 
chalazoderma and similar terms, which mean 
lumpy skin, under cutis laxa. That is stretching 
“lumping” a little too far. In fact these and 
similar terms meaning “lumpy skin” should be 
dropped. 
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Dermatomegaly 


F. RONCHESE, M.D., Providence, R. 1. 


In rare instances a child is born with 
skin larger than the body it is made to 
cover (Fig. 1). The skin is otherwise clin- 
ically and histologically apparently normal. 
Being larger, it must necessarily hang in 
folds. This is essentially the pathology of 
the so-called cutis laxa. This condition goes 
under many names besides cutis laxa, 
which is the commonest. I believe that a 
more appropriate name for it is dermato- 
megaly. 


Submitted for publication July 19, 1957. 





It is a rare prenatal disorder, similar, 
but only in appearance, to the common 
(acquired) increase in size of the skin 
which follows increase of subcutaneous fat 
(Fig. 2) or to physiologic senile involution 
(Fig. 3). 

Comment 


Dermatomegaly, used in the same way as 
hepatomegaly, splenomegaly, or acromegaly, 
is proposed as the best term to describe the 
rare pathologic disorder of the newborn in 
which the skin is bigger than the body sur- 
face it is intended to cover, being otherwise 
apparently normal clinically and_histologi- 
cally. 

The term is to designate what is most 
commonly referred to in the literature as 
cutis laxa. 


170 Waterman St. (6). 


Fig. 1.—Dermatomegaly. These cases exhibit 
the rare prenatal bigger-than-the-body skin of in-— 
fancy. The condition goes under the name cutis” 
laxa and many other names. Illustration at left is” 
from Raspi, M.: Riv. clin. pediat. 25 :648, 1927. — 




































DERMATOMEGALY 


Figure 2 


Appendix 


Terms confusedly used in the literature, often 
as synonyms, for what should be called derma- 
tomegaly are as follows. 


Cutis Laxa. The term is not appropriate be- 
cause there is no primary laxity of the skin. 
There is simply more skin than is needed to cover 


Figure 4 


Ronchese 


Figure 3 


Fig. 2.—Acquired dermatomegaly secondary to 
panniculomegaly. 


Fig. 3.—Physiologic laxity of skin in senility. 


the body. Laxity (hanging in folds) is secondary 
to the superabundance of skin. 


Dermatolysis. This is a misleading term because 
there is no lysis of skin. 


Cutis Hypereiastica. In hyperelasticity the skin 
abnormally stretches, but the stretched part re- 
turns to its place and does not hang in folds. 


Fig. 4—In Ehlers-Danlos syndrome the hyperlax 
skin returns to normal after it is released from 
pressure. It does not hang in folds as does the skin 
in dermatomegaly. 


Fig. 5—The bigger-than-the-body skin of the 
bloodhound, a kind of “normal” dermatomegaly 
and the closest “in clinical appearance” to con- 
genital and aquired dermatomegaly. (Reproduced 
with permission of the Berkshire Publishing Co., 
Cambridge, Mass.) 


Figure 5 








Fig. 6—Anal dermatomegaly in a 17-year-old 


boy otherwise in good health. This caused con- 
siderable annoyance, including pruritus. Complete 
recovery followed surgical removal of the hanging 
folds of skin. 


In dermatomegaly (cutis laxa) clinically and 
histologically there is no more elasticity than in 
normal skin. 
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Dermatochalasis or Chalasoderma (relaxation, 


laxness). These terms, like cutis laxa, indicate 
laxity, or looseness. They do not describe the 
disorder, the superabundance of _ skin 
(dermatomegaly ). 


Ehlers-Danlos Syndrome. The essential features 


of the syndrome are, in order of importance, (1) 
dermofragility (causing bruises, splitting of skin 
for trivial injuries, sutures not holding, pseudo- 
tumors), (2) hyperlaxity of skin (Fig. 4), and 
(3) hyperlaxity of joints. None of these features 
are present in dermatomegaly (cutis laxa). 


von Recklinghausen’s Disease. This is the same 


as fibroma molle, hanging soft isolated scattered 
tumors. It may be a part or a variation of 
Ehlers-Danlos syndrome, but it certainly has 
nothing to do with dermatomegaly (cutis laxa). 


Dermatomegaly. Dermatomegaly (to be used 


in place of the terms listed above) describes 
the main feature, viz., the disorder of the skin 
due to excess. The skin is larger than the body 
it covers. The term is just as simple and to the 
point as acromegaly, hepatomegaly, and spleno- 
megaly. 























we 


hay 
eve 
get 
“bi 
de 


tha 
mo 
cas 


the 
kin 


Tes 


(1) 
kin 


and 
Tes 


sme 


of 
has 


sed 
ibes 
kin 
ody 
the 








Atypical Cutis Gyrata 





Skin Changes Resembling Cutis Gyrata 


|, J. MERENLENDER, M.D., London 


The clinical features of cutis gyrata are 
well established from textbook descriptions, 
and some 200 cases (Sicca) of interest 
have been published so far. There is, how- 
ever, some coutroversy about the patho- 
genesis of this condition, also described as 
“bulldog scalp” or “pachydermie plicaturée 
de cuir chevelue.” 

Among the possible causes put forward, 
that of .a nevoid origin usually takes the 
most prominent place, but the true nevoid 
cases aire very rare. Examples of the con- 
dition associated with endocrine disorders, 
é ¢., ‘acromegaly, myxedema, or cretinism, 
occur, and the condition may be the reaction 
to local low-grade inflammation. Congenital 
loose scalp structure (Merenlender, Li 
Hung-Chiung, and others), congenital pre- 
disposition to furrowing (Ingram and 
Brain), or a lack of correlation between 
skull and scalp development associated with 
microcephaly (Bettley) have also been pos- 
tulated. Most of the published cases could 
perhaps be included in this latter group, and 
the existence of some discrepancy between 
skull development and scalp growth, giving 
a loose scalp structure but not leading to 
frank cutis gyrata, appears to be not un- 
common. Thus, on examination of the 
scalps of 1000 men in a large general hos- 
pital, I found that in 20% of the cases 
parallel folds simulating cutis gyrata could 
be produced by pressure of the skin in the 


{ temporal areas (Merenlender). This phe- 


nomenon of latent cutis gyrata was also 
described by Bettley as “pseudocutis verticis 
gyrata.” 

Cutis gyrata, however, is not always con- 
fined to the vertex, and examples of unusual 
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localization for the condition were described 
in 1938 in five cases of “cutis gyrata imi- 
tata lésions de la peau simulant la pachy- 
dermie vorticellée’” (Merenlender), and, as 
an extension of this work, the following 
cases are further examples, seen during the 
last 10 years, of such atypical cutis gyrata. 


Report of Cases 


Case 1.—A man aged 23 when first seen, in 1946, 
complained of severe irritation of the scalp. On 
examination he showed a dense perifollicular pyo- 
dermic eruption with a general looseness of the 
scalp and cutis-gyrata-like structure. In the oc- 
cipital area this resembled the convolutions of a 
brain and the folds were mostly longitudinal, while 
in the nuchal area the folds were transverse, thick, 
and “rolling-pin-like” (Fig. 1). 

Histological examination, when the pyodermic 
condition was clear, showed some lymphocytic 
infiltrate but no nevus cells. 

Case 2.—A man aged 25 was seen in 1953 and 
also complained of irritation of the scalp with 
some loss of hair. He gave a history of having 





Figure 1 











Figure 2 


been kicked on the head by a horse when aged 10. 
He showed a widespread pityriasis seborrheica 
capillitii associated with a loose scalp and typical 
latent cutis gyrata, and with the appropriate 
manipulation the scalp could be thrown into typical 
gyrate lesions (Fig. 2), with transverse furrowing 
in the nuchal area similar to that in Case 1. 
Histology: normal. 

Case 3.—This man was 21 when first seen, in 
1946, and was reported to have had a peculiar 
patch on his forehead since childhood. On the right 
side, in the supraorbital area, was a half-moon- 
shaped plaque-like lesion, 8X35 cm. in size 
and raised about 3-5 mm. 

This was generally firm in consistency, except 
for some sponginess in the center, and its color 
varied from yellowish-white to deep brown. The 
surface was thrown into a number of longitudinal 
grooves, giving the appearance of cerebral convolu- 
tions (Fig. 4), and the gyri thus formed were 


Figure 4 
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Figure 3 


extended centrally to end in small angiomata. No 
lanugo hair was seen ot the lesion. The rest of 
the scalp was loose and showed the features of| . 
atypical cutis gyrata latens (Fig. 5). The patient} {0 
was a mental defective, but there were no signs] of 
(clinical or by x-ray examination) of tuberous] fry 
sclerosis. 


for 
Histology: Cross section through two gyri que 
(lobi) showed a papillomatous structure. The dit; 


epidermis was more or less hyperacanthotic and 
showed some alteration cavitaire. Corium showed] Sttt 
substantial lymphocytic infiltrate, mostly in the} ceu 
upper parts of the cutis propria, which is entirely 
filled with hyperplastic sebaceous glands. No nevus 
cells were found, and no elacin was seen. A large 
amount of elastin was found in the area under. 
neath the sebaceous glands but was _ without 
degenerative products (collastin, collacin). Thus 
it was a picture of adenoma sebaceum. 























Figure 5 
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ATYPICAL CUTIS GYRATA 


Fig. 6.—Reduced about 
35% from mag. X 35. 


Comment.—This case showed a combina- 
tion of cutis gyrata latens of the scalp and 
of a unique variety of abortive (forme 
fruste) Pringle’s disease, localized on the 
forehead in the shape of peculiar pla- 
quette. This “caprice of nature” skin con- 
dition showed a cutis striata (gyrata latens) 
structure and, histologically, adenoma seba- 
ceum. The case resembles—partly only 








nevus 
large 
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a case described by Butterworth and collab- 
orators (their Case 5). But the plaquette 
in their observation was in addition to nu- 
merous typical nodules of adenoma seba- 
ceum of the face. The cutis gyrata structure 
of the plaqu ‘te described by Butterworth 
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and collaborators was not accompanied by 
cutis gyrata of the scalp. 

Case 4.—A man aged 45, seen in 1946, with a 
markedly dolichocephalic skull (Fig. 8), showed 
a permanent deep exaggeration of the normal fur- 
rows of the skin of the forehead and face, showing 
an atypical cutis gyrata latens of the face. Apart 
from that the whole scalp was loose, showing 
cutis gyrata latens as well. Histology, x-ray ex- 
amination of the sella turcica, and all other in- 
vestigations did not. reveal any pathological 
changes. 

CASE 5.—A man aged 40, seen in 1955, also with 
a dolichocephalic skull (Fig. 9), albeit the cutis 
gyrata latens of the forehead was more pro- 
nounced, showed changes similar to those of Case 4. 

CASE 6.—A man aged 42, seen in 1956, showed 
striking deep permanent furrowing of the face 


Fig. 7.—Reduced about 
35% from mag. X 130. 











Figure 8 


(Fig. 10); there were even almost marked lobi 
formations (normal skin) in the chin and cheek 
areas. The skull was dolichocephalic, and the scalp 
showed cutis gyrata latens. 

Comment on Cases 4, 5, and 6.—The 


appearances in this group of cases are not 


Figure 10 
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Figure 9 


uncommon, and in an examination of a 


random group of 500 men, 14 were seen 
to have exaggerated skin folding of the face 
in varying degrees. 

Case 7—A Pakistani man aged 24, seen in 1955, 
gave an eight year history of severe itching 
of his scrotum. There were neurotic complaints, 
anxieties, and an inferiority complex. The skin 
irritation appeared periodically, accompanied by 
excitement and depression; he then kept scratching 
day and night. He had been unsuccessfully treated 
in Pakistan and in England with protein shock, 
pyretotherapy, arsenic, calcium, sodium thiosulfate, 
antihistaminics, etc. The itching responded to each 
method of treatment, but temporarily only. 

The most interesting feature of this case was 
the peculiar conspicuous folding of the scrotal 
skin. This folding occupied about two-thirds of 
the scrotum surface and was localized on its dorsal 
aspect only (Fig. 11). There were innumerable 
lobi, separated by shallow or deep furrows. The 
whole appearance resembled cerebral convolutions 
and simulated cutis gyrata (Fig. 12). The area 
involved was rather thickened (pachydermic) and 
was covered with numerous scratchings, but there 
were but few lichenoid elements. The rest of the 
scrotum was normal. There were no skin lesions 
on other areas. Regional lymph nodes were normal. 
Blood plasma cholesterol was 266 mg. per 100 cc. 
All other clinical, blood, and urine investigations 
were negative. 

Histology: Hyperkeratosis, acanthosis, broaden- 
ing and elongation of the rete pegs, and consider- 
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Figure 11 


able fibrosis of the subepidermal tissue (Fig. 13). 
There was no collagen degeneration; there was a 
preponderance of fibrous structure of the cutis 
propria, with cell infiltrations (some around en- 
larged capillary vessels) consisting mostly of 
fibrocytes and a few lymphocytes. There is a 
considerable amount of melanin in the basal layers 
of the epidermis because of the race of the patient. 
The appearance is that of lichenification. 

I followed up this case for 10 months. There 
was no change in the clinical appearance; no new 
(soothing 


lesions were seen. Further treatment 


ointments, Kromayer’s lamp, sedatives, tranquil- 


13.—Reduced 
15% 


Fig. 
about 
x 115. 


from mag. 


Merenlender 


Figure 12 


izers, etc.) could not control permanently the 
severe itching. 

Comment.—This was a case of a psycho- 
cutaneous condition in a cyclothymic young 
Pakistani man suffering from severe scrotal 
pruritus (scratch complex with exacerba- 
tions), with subsequent lichenification and 
circumscribed neurodermatitis gyrata. 

CasE 8—A man aged 28, seen in 1956, com- 
plained of severe itching of the scrotum and of 
the inguinal areas. His malady lasted for two 
years. The clinical picture of the scrotum was 
slightly similar to that of Case 7; apart from the 








distinct gyrata appearance of the scrotum, there 
were more lichenification lesions and lesions in the 
groins diagnostic of neurodermatitis. 


Case 9.—A man aged 30 was seen by Dr. B. 
Schwartz and me in 1956. This patient had a 
typical neurodermatitis of the scrotum and groins. 
The scrotal lesions had a cutis gyrata appearance ; 
they were, however, less pronounced than in Case 
7. 

Comment on Cases 7, 8, and 9.—These 
are all examples of cutis gyrata changes of 
varying degrees associated with lichenifica- 
tion of the scrotum and leading to an 
appearance which I would consider neuro- 
dermatitis gyrata. In all of these cases there 
was sharp localization of the lesions. Cases 
8 and 9 were slightly similar to the case of 
Callomon and Wilson (their Fig. 38), 
where a localized neurodermatitis was seen 
and an “accentuation of scrotal folds’? was 
observed only. I could not find, however, 
a case like Case 7 in the world literature. 


Summary and Conclusions 

The nine cases of atypical cutis gyrata 
presented may be divided into three groups 
according to the site of the lesions. 

In the first three cases the condition was 
confined to the scalp, Cases 1 and 2 being 
notable for the outstanding transverse fold- 
ing of the skin of the nape of the neck 
(apart from cutis gyrata latens of the lower 
part of the occipital area). In Case 3 the 
convoluted lesion was histologically typical 
of adenoma sebaceum, although there were 
no other definite signs of Pringle’s disease. 
The case is similar to one recorded by 
Butterworth, but here other lesions of 
adenoma sebaceum occurred on the face and 
there was no accompanying cutis gyrata, 
latent or otherwise, of the scalp. 

The three cases of the second group, 
Cases 4, 5, and 6, are examples of a com- 
paratively common occurrence, with exag- 
geration of the normal folds of the face 
(apart from cutis gyrata latens of the scalp) 
because of the looseness of the skin. The 
condition is apparently more likely to be 
encountered with dolichocephalic skulls. 
Bartelheimer discussed this condition and 
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suggested that there was a connection be- 
tween the skin folds in the frontal area of 
the skull and the insertion lines of the skull 
bones. 

Cutis gyrata of the forehead seems to be 
extremely rare, but Ota, Stiihmer, and 
Borrie have reported the condition. 

Cutis gyrata changes occurring apart 
from the head, neck, and scrotum seem to 
be even more rare. 

A unique localization to the right hand 
and forearm was reported by Zeytinoglu in 
a diabetic man of 55. Finally, an osteoder- 
mopathic syndrome was described by 
Leinwand and Duryee; here were featured 
thickening and furrowing of the skin of 
the scalp, forehead, face, and extremities. 

However, exaggeration of skin folding 
simulating cutis gyrata is extremely rare 
and may occur with lichenification, particu- 
larly in areas where the skin is lax. Cases 
7, 8, and 9 are examples in which this has 
occurred on the scrotum, leading to neuro- 
dermatitis gyrata. Cutis gyrata-like skin 
folding does not seem to be a symptom of 
a malady but is probably due to a congenital 
disposition toward folding of loose skin, 
which is, however, not real cutis :axa. 

The cases were investigated and followed 
up partly in a skin department of a military 
hospital during the second world war, and 
partly in the skin department (Evening 
Clinic), St. George’s Hospital, London. 

Professor Crawford (Department of Pathology, 
St. George’s Hospital, Medical School) helped 
with the microphotographs; Dr. B. Schwartz, First 
Assistant, Skin Department, St. George’s Hospital, 
gave help and permission to mention Case 9; Miss 


Underhill (Photography Department, St. George’s 
Hospital) supplied the clinical photographs. 


47, Philbeach Gardens, Kensington, S. W. 5. 
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A Follow-Up Study 


ERVIN EPSTEIN, M.D., Oakland, Calif. 


Fearing that personal enthusiasm for the 
application of planing to precancerous 
skin? might color my judgment of the re- 
sults obtained, I sent a questionnaire on the 
subject to 120 dermatologists who were 
known to employ planing in their practices. 
The response was gratifying, 103 replies 
being received in a very short time. How- 
ever, it was soon obvious that my enthu- 
siasm was not shared by all. Approximately 
55% of the correspondents denied using 
surgical abrasion as a treatment or prophy- 
laxis for malignant or premalignant cuta- 
neous degeneration. A number seemed to 
be proud of this fact. The free use of 
capital letters, underlined words, and excla- 
mation points made it reasonably clear that 
they viewed this approach with a jaundiced 
eye. 

A few were more explicit. For instance 
a dermatologist from Toledo, Ohio, re- 
marked, “I believe that there is no place 
for planing in the treatment of cancerous 
or precancerous lesions.”” However, he did 
not list any cases so treated by him. A 
New Yorker contributed, “I have never per- 
formed planing for precancerous condi- 
tions. May I however give an opinion as 
follows: I imagine that planing is a crude 
method for this purpose.” From San Jose, 
Calif., “I have not done any planing for 
precancerous skin. I might say that it does 
not seem logical to me to do so.” A 
Philadelphia dermatologist contributed, “AlI- 


Submitted for publication Oct. 5, 1957. 
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though I have performed over 500 plan- 
ings for acne, chickenpox and traumatic 
scars, I have never done any for precancer- 
ous skin. I do not feel that it is a good 
method.” A New Jersey dermatologist, 
after using planing for three patients with 
actinic or senile skin and for one with radio- 
dermatitis, said, “I do not think that a pre- 
cancerous skin should be planed and have 
discontinued it.” A Texan pointed out, “In 
the face of all this [speaking of increased 
pigmentation and erythema after planing 
in the hot climate of Texas], we are all 
afraid to plane these cases until you can 
report good results after three to four years 
observation.” These replies could discour- 
age almost anyone. However, quite a few 
of the answers were encouraging. 

The figures quoted in this paper must be 
considered as approximate only, question- 
naire answers often being the result of 
impression rather than of accurate tabula- 
tion, 


Actinic or Senile Skin 


Thirty-three of the correspondents had 
some experience with dermabrasion in this 
condition for actinic or senile skin. Dowdy 
reported “fair results,” with three recur- 
rences in nine patients so treated. Wortzel 
also noted “fair results” in three patients. 
Dobes mentioned “poor results with one 
case of keratoses on the hands.” The other 
30 were enthusiastic or satisfied with the 
results they obtained. Fourteen could be 
classified definitely in the enthusiastic cate- 
gory. This constitutes an experience of over 
1300 cases. However, it was difficult to judge 
from the answers whether the planing in 








some instances was used merely to remove 
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PLANING FOR PRECANCEROUS SKIN 


existing keratoses or was employed as a pro- 
phylactic measure to decrease the future for- 
mation of keratoses and/or epitheliomas. 
However, there was no question that planing 
had been used on a large number of patients 
as a prophylactic measure and that those pa- 
tients have been followed for some two to 
three years, with marked reduction in the 
number of new lesions. Several contributors 
pointed out that if planing is used for the 
removal of localized lesions only freezing is 
unnecessary. Procaine or other local anes- 
thetics can be injected intradermally and 
subcutaneously in such instances, and the 
lesions can then be eradicated by planing. 

Comment.—There is relatively little dis- 
agreement among those with experience that 
the treatment of such cases is one of the 
prime indications for dermabrasion. Ayres 
summed the matter up by pointing out that 
the protection is relative rather than 
absolute, since some new keratoses or epi- 
theliomas develop in the planed areas. 
However, it is agreed that these recur- 
rences, if this term may be applied to these 
new lesions, are much less frequent than in 
the adjacent unplaned skin or in the patient 
prior to the performance of this procedure. 
Perhaps the rate of recurrence is inversely 
proportional to the depth of planing, there- 
by explaining the variation in results. Fur- 
thermore, each patient acts as his own 
control, since untreated areas continue to 
develop neoplasms at the same rate as they 
did before portions of the premalignant skin 
were subjected to planing. This is one of 
the first, if not the first, procedure in all 
of medicine, short of excision or amputa- 
tion, that prevents a tissue sufficiently in- 
jured by a carcinogen from developing 
cancerous and precancerous changes. 

Some have used planing to remove indi- 
vidual keratoses. While this is a successful 
method, Ringrose, in unpublished work, has 
shown that freezing with dichlorotetrafluo- 
roethane (Freon 114) removes the kera- 
toses as well as does freezing followed by 
planing. If further investigation confirms 
this observation, then dermabrasion is indi- 
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cated in the treatment of premalignant skin 
only as a prophylactic measure, since simple 
freezing is much easier on the patient than 
is planing. 


Radiodermatitis 


Chronic radiodermatitis was planed by 
22 dermatologists, encompassing an experi- 
ence of 101 instances. Eleven of the re- 
porters found the procedure satisfactory, 
three, fair, and eight, “poor” or “unsatis- 
factory.” The largest numbers treated by 
a single operator were the 20 cases planed 
by Orentreich and the 34 planed by 
Burks. Burks commented, “paradoxically— 
it works!” Orentreich characterized his 
results as “very poor.” Most of the criti- 
cism revolved around scarring and slow 
healing. 

Comment.—Chronic _ radiodermatitis is 
more than a cosmetic defect. It should be 
treated as a threat to life and limb. Results 
in this condition should not be judged by 
the same standards applied to the treatment 
of an acne scar. The perfect restoration of 
the normally appearing skin is not the prime 
purpose of therapy in this condition. The 
eradication of the tendency toward malig- 
nant degeneration is the aim of treatment. 
Radiation that produces a chronic burn, 
even so-called superficial therapy, penetrates 
sufficiently deep to injure the underlying 
adnexa, thereby delaying healing and in- 
creasing scarring. The depth of the process 
necessitates deeper planing, increasing the 
aforementioned undesirable, but essential, 
features. However, as a rule, the deeper 
epithelium is damaged less than the super- 
ficial layers. Regardless of whether the new 
epithelium regenerates from the remaining 
hair follicles, sweat structures, etc., or from 
the surrounding unirradiated epithelium, 
thereby producing scarring, the tendency 
toward the development of cancer and kera- 
toses should be decreased. Such has been 
my experience. The time required for heal- 
ing is of no great importance. After all, the 
difference between 10 and 30 days is very 
little in a lifetime, when one considers the 
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improved prognosis. Surgical excision and 
skin grafting are the only other possible 
treatment in extensive cases of chronic 
radiodermatitis. The morbidity and cost are 
much greater with such procedures than 
with planing. Dermabrasion makes hos- 
pitalization unnecessary. It is wise to re- 
member also that grafted skin does not look 
like normal skin. Even though many corre- 
spondents were unhappy with the results 
from planing in radiodermatitis, it is sug- 
gested that they reevaluate their findings in 
light of this discussion of the purpose of 
treatment in this condition. 


Leukoplakia 

Six physicians planed leukoplakia, a pre- 
cancerous dermatosis, on the lips of about 17 
patients. O’Farrell and Luikart reported 
very good results. Boyer treated two pa- 
tients, with recurrence in one, Zimmer- 
man mentioned a “few” with slight scarring. 
Personal experience has been satisfactory. 

Comment.—Evaluation of the treatment 
of leukoplakia by planing is impossible at 
this time. While this approach is feasible, 
promising, and nonscarring, final evaluation 
must wait more extensive series or more 
clear-cut results. 


Xeroderma Pigmentosum 


Eight physicians treated one patient each 
with xeroderma pigmentosum. All reported 
good immediate results, but recurrences in 
six months to four years were the rule. 

Comment.—Xeroderma pigmentosum is 
due basically to a genetic weakness in the 
epithelium which is manifested on exposure 
to sunshine. When one considers that the 
surface epithelium and that of the deeper 
adnexa have a common embryologic origin, 
it is not surprising that the keratoses and 
epitheliomas recur quickly when planed 
skin is exposed to actinic radiation. Basi- 
cally, the changes are due to intrinsic fac- 
tors, factors are more 
important in senile skin, “farmer’s skin,” 
“sailor’s skin,” etc., despite the admitted 


while extrinsic 
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contributing features of red hair, blue eyes, 
fair skin, etc. 


Other Conditions 


Johnson, Burks, Levy, and Walton re 
ported six patients with epithelioma ade 
noides cysticum treated by planing. The 
results were good. Walton noted no recut. 
rences in 18:months. Boyer secured good 
results in one patient with arsenical kera 
toses on the chest and back. Burks utilized 
this approach in lymphocytoma. 





Comment.—Experience in these entities 
has been limited. The results in epithelioma 
adenoides cysticum appear promising 
Boyer’s observation in arsenical keratoses is 
interesting and significant if planing proves 
effective in this dangerous condition: This 
would be true particularly if it were bene. 
ficial in such keratoses of the palms and 
soles. 


Epitheliomas 


Twenty-five dermatologists admitted 
treating cutaneous malignancies by derma- 
brasion. A total of 87 superficial basal-cell 
epitheliomas were removed by 16 corre. 
spondents. On the whole, the results were 
excellent. However, Gross, after treating 
five patients with this method, stated that 
he preferred carbon dioxide therapy for 
these neoplasms. Blau recommended curet- 
tage after studying six instances. Schiller, 
after treating three cases, felt that other 
methods were safer. On the other hand, 
Boyer, Stegmaier, Burks, and others found) 
this to be the best method of treatment yet! 
In his book, Burks stated ?: “Superficial epi- 
theliomas frequently involve such large 
areas that radiation is contraindicated and 
operation requires grafting. Although the: 
treatment of choice by some dermatologists 


is cauterization, planing has produced st-| 


perior results in my experience.” 

As far as ordinary basal-cell epitheliomas 
were concerned, there was less unanimity of 
opinion. Thirty-two such cases were re 
ported by 10 clinicians. Perry noted a 
recurrence in one patient in three months. 
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Reiches found it necessary to use x-rays 
in three cases. Goldman noted recurrences 
in two instances. The others felt that the 
approach was of benefit. Stegmaier re- 
moved 10 such tumors from the face of a 
patient, with excellent results. Burks planed 
two instances of Bowen’s disease. Winer 
treated successfully four patients with carci- 
noma in situ. Burks secured satisfactory 
results in two such patients. Perry had a 
recurrent trichoepithelioma in one patient. 
In 23 instances of squamous-cell epithe- 
lioma reported by six investigators, the 
results were promising. Cohen removed a 
squamous epithelioma developing in a burn 
scar, with excellent results. Allison planed 
multiple basal- and squamous-cell epithe- 
liomas in a patient, and to date there has 
been only one tiny recurrence. Hyper- 
trophic scarring may follow the removal of 
an epithelioma because of the depth of the 
lesion, but this tends to flatten out with 
time. Ayres employs planing postopera- 
tively to improve the cosmetic appearance 
of the scar resulting from electrodesiccation 
and curettage of cutaneous cancers. 
Comment.—Planing is a reasonably effec- 
tive treatment for superficial basal-cell epi- 
theliomas. Apparently it is more beneficial 
in squamous-cell than in nodular, cystic, or 
ulcerated basal-cell cancers. This is difficult 
to understand unless it is due to strands of 
basal cells being intermixed in the normal 
tissue, thereby being protected from the 
brush. However, there is no question that 
an electrical curet, such as the planing 





ind 


pi- 














brush, should be more effective than a 
manual curet. When the whirling brush is 
applied to a cancerous mass, the brush 
seems to fall into the crater and cleanly 
ream out the neoplastic tissue. The claimed 
greater sensitivity of feel when the curet 
is used by hand is true of gross masses 
only. The feel is not important in planing 
carcinomas, since the removal is automatic. 

The treatment of epitheliomas by planing 
needs further investigation. It is certainly 
not the treatment of choice. However, it 
should be stressed that it can be used safely 
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in epitheliomas of the skin. Perhaps plan- 
ing plus radiation will eventually give the 
best cosmetic result and the highest percent- 
age of cures in superficial neoplasms. It 
will never replace x-radiation, mutilating 
surgery, or chemosurgery for far-advanced 


growths. Use of the planer might be 
an improvement over the curet in the modi- 
fied Mohs technique of chemosurgery 
suggested by the Allingtons and their co- 
workers.’ Possibly the most important find- 
ing is that planing does not spread skin 
cancers, Therefore, dermabrasion can be 
performed in the presence of epitheliomas. 


Areas Planed 


Since malignant and premalignant axera- 
tions may be found on any part of the 
mucocutaneous surface, a question was 
asked about areas other than the face that 
each correspondent had planed. The results 
are given in the table. 

Comment.—This table establishes the fact 
that most portions of the body can be 
planed. While cosmetic results and time of 
healing vary in different parts of the body, 
if the procedure is therapeutically indicated 
one is justified in trying it on all accessible 
surfaces. The dorsa of the hands respond 
particularly well to this procedure provided 
that the planing is not carried into the 
deeper layers of large blood vessels, ten- 
dons, etc. The chest and back tend to heal 
slowly, with hypertrophic scarring or keloid 
formation. Fairly generalized superficial 
planing is feasible, as performed by Blau 


Areas Other Than the Face Treated by 








Dermabrasion 

Area Cases Physicians Results 
Ears 36 s Good 
Hands 125 23 Excellent 
Chest 171 21 Fair/ poor 
Abdomen ll 6 Good 
Back 179 29 Fair/poor 
Wrist 1 1 Good 
Thighs 5 4 Satisfactory 
Arms 13 5 Fair/poor 
Ankles 2 2 Fair 
Legs 6 3 Fair 
Neck 11 + Good 
Knees 1 1 Fair 
Back of neck 5 2 Fair/poor 
Vulva 1 1 Fair/poor 
Generalized * 4 1 Excellent 





* Superficial, for freckles. 





for freckles. It is of interest that the rim 
of the ear stands freezing without perma- 
nent vascular damage as manifested by 
chilblain or gangrene. My personal experi- 
ence in this area of the body confirms the 
claims of other investigators. Perhaps the 
degree of scarring is dependent more on 
the depth of planing than on the area 
treated. However, certain locations, such as 
the chest, are notorious for the unsatisfac- 
tory cosmetic results obtained with any sur- 
gical maneuver. 


Conclusions 


After the presentation of these figures 
from a widespread group of dermatologists 
perhaps quotes from some _ contributors 
would constitute the best closing. Wilson, 
in discussing the planing of actinic or senile 
skin, said briefly in the manner of a race 
track dope sheet, “Can become the treat- 
ment of choice.” According to Berke, “In 
our office surgical planing is used far more 
extensively for treatment of actinic kera- 
toses with senile skin than for improvement 
of scars.’ Nelson offered, “I think that 
eventually the primary indication for plan- 
ing will be senile skin.” Zimmerman, in the 
Schoch Letter of December, 1956, re- 
ported, “Patients that formerly came in here 
every six months for the destruction by 
desiccation, trichloracetic acid, carbon diox- 
ide, liquid nitrogen or other modalities, of 
multiple senile keratoses, now have a single 
planing done and wind up with skins which 
are better than they started with, ‘retreaded’ 
from epithelium which has never been ex- 
posed to the sun.” To quote Burks,? 
“Chataigne, farmer’s, fisherman’s or sailor’s 
skins require repeated treatment for re- 
moval of precancerous keratoses and frank 
epitheliomas. Without planing, little can be 
offered these patients beyond lubrication 
and removal of existing lesions. Planing, 
however, may alter this type of skin so that 
the tendency for these lesions to develop 
will be lost.” In answering the question- 
naire, Burks classified “actinic or senile 
skin as the most dramatic results obtained 
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from planing and in my opinion, planing 
will be more contributory in this field than 
in the cosmetic one.” Luikart was particu. 
larly enthusiastic, as indicated by the fol- 
lowing statements: “Removal of keratoses 
by the nonscarring technique of planing will 
eventually become mandatory to the derma- 
tologist. . . . I know of no better or logical 
treatment of senile keratoses nor of xero- 
derma pigmentosum inasmuch as by this 
technique the superficial pathological 
changes are extirpated and the areas are 
promptly replaced by new epidermis of 
similar heredity but without the damaging 
effect (at least to the same degree) as that 
of the criginal epidermis. . . . Every author 
including ourselves has listed scars first in 
his discussions in indications and results, 
We have done the same thing but only be- 
cause of the widespread professional and 
lay feelings on the subject. As I have 
grown up with this in each discussion or 
article we have gradually decreased the 
stress on its value in scarring and increased 
its importance on the ideal scarless manage- 
ment of the precancerous skin. In my orig- 
inal draft of my paper to be given in 
Stockholm on Surgical Planing, I stated 
that I believed that the planing treatment 
of keratoses was one of the outstanding 
advancements of recent years in dermatol- 
ogy and in prophylactic medicine in gen- 
eral.” 

And so, with a bow to the skeptics, the 
defense rests. 


Summary 


One hundred three returns from a ques- 
tionnaire indicate that planing is a 
promising treatment for precancerous skin, 
especially for the prevention of recurrences. 

Most epitheliomas can be treated by der- 
mabrasion. However, this is not the treat- 
ment of choice for such tumors. 

Probably any accessible surface can be 
planed if planing is therapeutically indi- 
cated. 

The use of planing in precancerous skin 
is increasing and may replace its employ- 
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ment in the treatment of scars as the prime 


indication for this modality. 

Dermatologists replying to the questionnaire and 
quoted by name are as follows: Dr. Samuel D. 
Allison, Honolulu; Dr. Samuel Ayres III, Los 
Angeles; Dr. Meyer Berke, San Pedro, Calif.; 
Dr. Saul Blau, New York; Dr. Harold Boyer, 
Las Vegas, Nev.; Dr. James W. Burks, New 
Orleans; Dr. Theodore Cohen, San Bernardino, 
Calif.; Dr. William Dobes, Atlanta; Dr. Kemp 
Dowdy, San Francisco; Dr. Elmer R. Gross, 
Wilmington, Del.; Dr. Harold Johnson, Honolulu; 
Dr. William Levy, San Francisco; Dr. Ralph 
Luikart II, Santa Barbara, Calif.; Dr. Lawrence 
Nelson, Santa Barbara, Calif.; Dr. Norman 
O'Farrell, San Diego, Calif.; Dr. Norman Oren- 
treich, New York; Dr. Daniel Perry, Santa 
Monica, Calif.; Dr. A. J. Reiches, St. Louis; Dr. 
Edward Ringrose, Berkeley, Calif.; Dr. Arthur 
Schiller, Detroit; Dr. Otto C. Stegmaier Jr., 
Davenport, Iowa; Dr. Robert Walton, Modesto, 
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Calif.; Dr. J. Walter Wilson, Los Angeles; Dr. 
Louis Winer, Beverly Hills, Calif.; Dr. Martin 
H. Wortzel, Newark, N. J., and Dr. Murray 
Zimmerman, Whittier, Calif. 


447 Twenty-ninth St. (9). 
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Remarks on Prevention of Allergic Sensitization 


RUDOLF L. BAER, M.D., New York 


In the past 50 years since Von Pirquet 
created the concept of allergy most studies 
in this field have dealt with finding etiologic 
factors, with various forms of allergic re- 
actions and the mechanisms producing them, 
with methods for demonstrating allergic 
changes, and with procedures designed to 
diminish or abolish allergic hypersensitivity 
once it has been established. Although many 
basic problems remain to be solved, impor- 
tant progress has been made in these direc- 
tions. 

In recent years increasing interest has 
been focused on those factors which deter- 
mine susceptibility to allergic sensitization. 
For example, the question has been posed 
as to whether methods can be developed to 
diminish susceptibility to sensitization or 
perhaps even to block its development en- 
tirely. Even though the findings thus far 
are to some extent contradictory and prog- 
ress in this field has been very slow, it 
appears worthwhile to review some of the 
data which have been uncovered to date. 
This discussion is limited to specific factors 
while omitting the many important non- 
specific factors, as, for example, the ad- 
juvant role of thermal burning and alkali 
damage in allergic contact sensitization. 

In laboratory animals exposure to an al- 
lergenic material by noncutaneous routes 
prior to a potentially sensitizing exposure 
of the skin under certain conditions appears 
to have some inhibitory effect on the de- 
velopment of allergic sensitization. In 1929 
Sulzberger ! showed that the development of 
allergic sensitization to neoarsphenamine in 
guinea pigs could be specifically inhibited. 
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This could be achieved if neoarsphenamine 
was injected intracardially one day after a 
potentially sensitizing dose of neoarsphena- 
mine had been injected into the skin. Fur- 
ther evidence that one can deliberately block 
or diminish susceptibility to allergic sensi- 
tization to a simple chemical substance was 
demonstrated by Chase in 1946.2 He fed 
guinea pigs with picryl chloride for several 
weeks, carefully avoiding contact of this 
compound with the skin. Subsequently he 
attempted to sensitize these same guinea 
pigs by the usual method, i.e., intra- 
cutaneous injection of picryl chloride. He 
showed that the prefed animals had a sig- 
nificantly diminished capacity to undergo 
cutaneous sensitization to picryl chloride as 
compared with control animals, but he was 
not able to entirely block the development of 
allergic sensitization. Chase did not achieve 
a similar effect when he applied the allergen 
on the skin of guinea pigs in subsensitizing 
doses, i.e., dilutions so high as to be 
incapable of sensitizing them, and then ap- 
plied the same allergen in sensitizing con- 
centrations. 

White and Baer * tried the same proce- 
dure in human beings, using dinitrochloro- 
benzene. They were also unable to show 
any diminished sensitizability after applica- 
tion of subsensitizing doses in man. The 
prefeeding experiment, it appears, has not 
yet been done in man. 


Other highly interesting observations 
have come from experiments in skin graft- 
ing. In 1953 Billingham, Brent, and Meda- 
war* published work which threw an 
entirely new light on the problem of pre- 
venting allergic sensitization. As is well 
known, skin grafts from one animal to 
another normally are successful only if the 
donor and recipient are identical twins or 
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if they belong to the same highly inbred 
strain, On the other hand, homologous or 
heterologous skin grafts, i.e., grafts com- 
ing from unrelated animals of the same 
species or from animals of another species, 
usually have died on the 11th day, i. e., after 
the recipient has had a chance to produce 
sufficient quantities of antibodies against the 
foreign material. If subsequently a second 
graft is done using material from the same 
donor animal, the graft usually dies much 
more quickly, Otviously the reason for this 
is that now antibodies are already present 
at the time the recipient receives the graft. 
Billingham and co-workers, however, 
showed that this normal course of events 
can be deliberately altered and that adult 
mice and chickens could be made to accept 
such normally foreign tissues or could be 
made to react to them only to a limited de- 
gree. This could be achieved if the mice 
and chickens during their fetal life were 
inoculated with cells from the prospective 
donor animals. The graft acceptance in 
these animals which had been inoculated 
during fetal life was specific for cellular 
material from the donor animals and ani- 
mals belonging to the same highly inbred 
strain, i.e., animals of the same antigenic 
constitution. For example, one can prepare 
a suspension of cells from testis, spleen, or 
kidney of mice from Strain A and then 
inject this into Strain B mouse fetuses in 
utero. The injections are made through the 
pregnant mouse’s body and uterine wall and 
through the fetal membranes. When these 
Strain B fetuses become adult mice they re- 
ceive a skin graft from the same Strain A 
donors which furnished the cellular sus- 
pension injected during fetal life. Instead 
of being destroyed on the 11th day, these 
skin grafts survive for many weeks and 
sometimes indefinitely. As stated before, 
this tolerance for foreign cellular material 
is entirely specific, i.e., it applies only to 
grafts taken from the donors of the cel- 
lular material received during fetal life or 
other animals from the same highly inbred 
strain. In other words, exposure of these 
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mice to a cellular antigen during fetal life 
produces a quiescence of their immunologic 
apparatus to that particular antigen and only 
to that antigen which lasts into adult life. 

It is remarkable that Burnet and Fenner, 
in 1949,5 on the basis of theoretical con- 
siderations as well as the then existing evi- 
dence had already predicted that exposure 
of animals to antigens before the develop- 
ment of the faculty of immunologic response 
should lead to tolerance rather than to 
heightened resistance. 

An important question is whether this 
immunologic tolerance demonstrated for 
cellular materials by Billingham and his co- 
workers also develops to commonly en- 
countered allergens, such as_ contactants, 
foods, drugs, etc. Recently Baer, Rosenthal, 
and Hagel ® attempted to ascertain whether 
exposure of guinea pig fetuses to a contact 
allergen in utero would change their sus- 
ceptibility to sensitization to the same al- 
lergen upon adequate exposure in adult life. 
In these experiments guinea pigs were for- 
cibly fed five times weekly with picryl 
chloride or dinitrochlorobenzene as soon as 
it had become evident that they were preg- 
nant. Technically this was done by the use 
of a tube introduced into the stomach. The 
feeding of the allergen was continued until 
delivery, the period of feeding varying from 
two to six weeks; the length of pregnancy 
in the guinea pig is 63 days. After birth 
all treatment was discontinued, and the new- 
born animals were kept in separate cages 
until they had grown to adulthood. Then 
an attempt was made to sensitize them to 
either picryl chloride or dinitrochloro- 
benzene, whichever substance had been for- 
cibly fed to their mothers during pregnancy. 

It was found that the offspring of the 
allergen-fed mothers had not lost their ca- 
pacity to become sensitized to picryl chloride 
or dinitrochlorobenzene. Neverthless, quan- 
titatively they appeared to have a very 
slightly but consistently reduced capacity to 
undergo sensitization to picryl chloride or 
dinitrochlorobenzene as compared with con- 
trol animals, i.e., the offspring of mothers 
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which had been force-fed olive oil without 
the allergen. This effect, even though only 
slight, appeared to be specific. This was 
inferred from the fact that there was no 
significant difference between the offspring 
of allergen-fed and olive-oil-fed animals in 
the capacity to become sensitized to citra- 
conic anhydride, a chemically unrelated sub- 
stance. 

There is also some experimental evidence 
in animals showing that exposure to an 
allergen after birth, i.e., during the first 
few days and perhaps weeks of life, pro- 
duces some degree of tolerance to that al- 
lergen at least for a period of time. For 
example, Dixon and Maurer infused new- 
born rabbits with human plasma or bovine 
serum albumin and noted that the so-pre- 
pared rabbits became immunologically un- 
responsive to these antigens for at least 11 
months, 

To recapitulate then it would appear that 
under certain conditions exposure to an al- 
lergen in utero or during the first few days 
of life produces tolerance to that particular 
allergen for a more or less prolonged period 
of time. The tolerance manifests itself in 
an inability or in a diminished capacity to 
become allergically sensitized to that par- 
ticular allergenic agent. It must be stressed 
here that thus far these phenomena have 
been demonstrated only for certain allergens 
in certain species of animals and in certain 
forms of allergic sensitization and that there 
is no proof that the phenomenon of toler- 
ance is the general rule. 

Is there any evidence that the tolerance 
which under certain conditions develops in 
laboratory animals may develop in human 
beings as well? Unfortunately the data 
available from clinical observations are ex- 
tremely scarce and contradictory and are 
not yet sufficient to draw even tentative 
conclusions. 

Glaser, for example, has reported that 
certain manipulations of the diet in the preg- 
nant mother of a potentially allergic infant 
may be helpful in preventing allergic 
reactions in the child. By potentially allergic 
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he means a fetus having one or more par- 
ents or siblings with allergic asthma, allergic 
rhinitis, or atopic dermatitis. He instructs 
such pregnant women to avoid eggs and 
cheese and to take only one pint of milk 
per day, boiled for 10 minutes to reduce 
allergenicity. In other words he believes 
that exposure to egg and milk allergen dur- 
ing fetal life increases a child’s susceptibility 
to sensitization to these allergens rather than 
decreases it, as was suggested by the find- 
ings in the animal experiments previously 
cited. 

Glaser also made observations in infants 
on the effects of ingestion of certain aller- 
genic foods during the first weeks and 
months of life on the subsequent develop- 
ment of atopic disease. Of 96 infants who 
did not receive cow’s milk very early in life 
only 8% developed atopic dermatitis, as 
compared with 30% in a control group of 
65 siblings who did receive cow’s milk very 
early in life. More than that he found that 
later the incidence of allergic asthma and 
rhinitis was much greater in the children 
who had been fed cow’s milk very early in 
life. 

However, a recent report of Ervin Ep- 
stein and Claiborne ® tends to support the 
previously cited findings in laboratory ani- 
mals. They found that, despite apparently 
equal exposures to poison oak and related 
plants, persons now living in California who 
had been born and spent their childhood in 
Hawaii or the Far East as a group had had 
much less poiscn-oak dermatitis than per- 
sons who were born and were living in 
California. This difference could not be ex- 
plained on a racial basis. Forty-three per 
cent of those orientals born in the United 
States were affected, while only three per 
cent of orientals from overseas had suffered 
from this dermatitis. Patch tests with Rhus 
allergen also demonstrated a very marked 
difference in existing sensitivity between 
those born overseas and those born in the 
United States (Table). 


Epstein and Claiborne consider the pos- 
sibility that exposure to the allergenically 
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Comparison of Sensitivity to Rhus Allergens of 
Subjects Born Overseas and Those Born in 
United States 








Subjects Subjects 
Country Showing Country Showing 
of Sensitivity, of Sensitivity, 

Birth % Birth % 
Chinese China 1 U.S. 21 
— Japan 0 U.S. 35 
Filipino Philippines 0 U.S. 18 
Hawaiian Hawaii 4 U. 8. 28 





much more potent Rhus materials of the 
Far East and to the immunochemically re- 
lated mango fruit may have had an im- 
munizing effect in the Orientals born and 
raised overseas; they mention that perhaps 
exposure to these allergenic materials dur- 
ing childhood is necessary to obtain this 
immunizing effect. One might add the pos- 
sibility that the mothers of the Orientals 
born in Hawaii or the Far East were ex- 
posed to mango fruit during pregnancy and 
that this had an effect on the sensitizability 
of their offspring to mango and to Rhus 
plants. 

What makes some persons susceptible 
and others resistant to sensitization to var- 
ious allergens? This is a problem not only 
still unsolved but shrouded in mystery as 
well. The findings which have been re- 
viewed here, however, indicate that at least 
we have begun to uncover evidence, frag- 
mentary as it may be, which may eventually 
lead to more accurate knowledge ‘:: this 
fascinating field of immunology. With in- 
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creasing knowledge there is hope of finding 
practical measures for preventing allergic 
sensitization. 


962 Park Ave. (28). 
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Fungous Disease as a Complication of Steroid 


Therapy 


ROBERT E. BURNS, M.D., Detroit 


An effort is made herein to define the 
degree to which a dermatologist subjects 
his patients to the risk of fungous disease 
when he prescribes systemic steroid therapy. 

A fair amount of animal exp rimentation 
has been performed with an eye to answer- 
ing this question. Much of the information 
deals with Candida albicans, Coccidiodes 
immitis, and Histoplasma capsulatum, and a 
less amount deals with Cryptococcus 
neoformans and _ yarious actinomycetes. 
Strangely, I could find no relevant experi- 
mental work utilizing the aspergilli, which, 
clinically, have been major offenders. 

Experimental Candida albicans infections 
in mice have usually been widely dissemi- 
nated by the systemic administration of cor- 
tisone.!® Scherr,? however, felt that in 
particularly severe Candida albicans infec- 
tions cortisone actually had some ablative 
effect. He also believed that pituitary 
gonadotropic hormones lessened the tend- 
ency of the adrenocortical steroid to lower 
resistance to infection. Selye,’ on the other 
hand, believed this protective effect to be 
produced by the pituitary somatotropic hor- 
mone. 

Cavallero® produced wide dissemination 
of Coccidiodes immitis in rats treated with 
massive doses of cortisone. In experiments 
of seemingly more practical value, however, 
Newcomer ® found that if cortisone were 
given to mice systemically infected with 
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Coccidiodes immitis at dosage levels approx- 
imating those used in man (the equivalent 
of 200 mg. per day), the organism multi- 
plied more rapidly and its proliferation re- 
sulted in little more than a microscopic 
degree of inflammatory reaction. 

Farrell #® made an interesting observation 
when he introduced Histoplasma capsulatum 
into the bronchial passage of dogs. The 
mycelial phase produced no disease, but the 
yeast phase introduced in the same way in- 
variably became disseminated and killed the 
animals. In cortisone-treated animals, re- 
markably, the mycelial phase disseminated 
as rapidly and in the same manner as did 
the yeast phase— and with the same fatal 
consequence. 

Baum et al.,'' using mice, and Vogel et 
al.,!? working with guinea pigs, produced a 
wide dissemination of histoplasmosis by ad- 
ministering moderate doses of cortisone, al- 
though the dissemination apparently had 
little significant effect on morbidity. 

In 1956, Truant and Tesluk,'* investigat- 
ing Cryptococcus neoformans, found that 
cortisone given to guinea pigs infected with 
this organism definitely shortened the life 
span of the animals in comparison with that 
of infected animals to which cortisone had 
not been given. This was of particular 
interest to me, for the strain of Cryptococ- 
cus neoformans used was isolated from a 
patient of mine and its dissemination played 
a part in his death. 

Piantoni,'* in 1955, found that cortisone 
would potentiate the dissemination of only 
the pathogenic strains of Actinomyces in 
experimental rat infections. He found that 
the administration of the hormone did not 
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lead nonpathogenic strains to become patho- 
genic or invasive. 

There are few reports concerning the ef- 
fect of systemic steroids in superficial 
fungous infections in animals. In 1951, 
Kligman et al.!® inoculated the scarified skin 
of the guinea pig with Trichophyton men- 
tagrophytes. They found that cortisone 
prolonged the incubation period of the in- 
fection, delayed the healing time, and ex- 
tended the period during which fungi could 
be found on the skin. There was no ob- 
servable effect on the degree or extent of 
inflammation, nor was there alteration in 
the tendency of the trichophytin reaction to 
become positive. Jadassohn,’® however, in 
the same year, in similar experiments found 
no difference between cortisone-treated and 
untreated animals. 

Thus, we find general agreement that sys- 
temic steroids promote the dissemination of 
deep fungous infections in laboratory ani- 
mals. However, this observation cannot 
necessarily be applied directly to humans, 
not only because of the acknowledged dif- 
ference in response between species but also 
because the dosage of steroids used in ani- 
mal experiments was frequently far in ex- 
cess of that used in clinical medicine. 

Clinically there is good evidence that 
there has been some increase in secondary 
systemic fungous disease in the past 10 
years or so. Keye and Magee," Craig and 
Farber,'* and Torack,!® among others, have 
confirmed this fact. That steroids are the 
sole cause of the increase does not neces- 
sarily follow. In the same decade not only 
did we enter the steroid era but, at the same 
time, the era of broad-spectrum antibiotics 
and of the cytotoxic agents, such as the 
nitrogen mustards, the folic acid antago- 
nists, and an infinite variety of other cellular 
poisons. 

Few of the recorded patients in whom 
systemic fungous disease followed steroid 
therapy had what might be called “purely 
cutaneous” disease. In the main these per- 
sons had blood dyscrasias, lymphomas, can- 
cers, diabetes, widespread burns, and similar 
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diseases with profound systemic implications 
which would be expected to influence the 
immune mechanisms unfavorably. In ad- 
dition, the patients received not only steroids 
but antibiotics or cytotoxic agents or both. 

Since 1954, four patients with significant 
secondary systemic fungous disease have 
died in the Henry Ford Hospital. One pa- 
tient had acute leukemia complicated by 
widespread mucormycosis. Another had 
Hodgkin’s disease and developed systemic 
moniliasis. The third patient had agnogenic 
myeloid metaplasia and developed systemic 
histoplasmosis. These patients all had re- 
ceived antibiotics, cytotoxic agents, and 
steroid hormones, and all, obviously, had 
serious systemic disease. The fourth was 
a dermatologic patient, and his course, 
briefly ran as follows. 

In May, 1954, a white man of 71 years was ad- 
mitted with exfoliative psoriasis. He had had 
psoriasis vulgaris for many years. Two years 
prior to admission exfoliation had developed and 
in the last two months had become violent and 
universal. In addition, for the past year he had 
had a pleuritic type of pain. Before entering the 
hospital he developed a widespread secondary skin 
infection and a considerable degree of fever. The 
blood cultures were negative. A chest x-ray re- 
vealed densities somewhat compatible with but 
not wholly diagnostic of old pulmonary infarctions, 
though tuberculosis could not be ruled out. Peni- 
cillin and streptomycin quickly overcame the 
pyoderma, but the erythroderma worsened rapidly 
and the patient’s general health visibly deterio- 
rated. 

In face of the pulmonary signs and all that 
they might imply it was felt necessary to institute 
cortisone therapy as a life-saving measure. Daily 
doses of 100 mg. controlled the dermatitis fairly 
well for about a month, but a breakthrough then 
occurred, the control of which necessitated a 
dosage of 80 units of repository corticotropin 
injection (ACTH Gel) daily. The most I could 
lower the dosage and retain control was 20 units, 
so that for a period of another month he received 
60 units daily. At that time he became acutely ill 
with bronchopneumonia and pleurisy, and a cavity 
was found in the left lung. Without full laboratory 
evidence he was given antitubercular medications. 
Cryptococcus neoformans was soon identified in 
the pleural fluid. He died shortly afterward. At 
necropsy the organism was found to be diffusely 
distributed throughout the lungs and pleural cavi- 
ties. 
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In such a case it is reasonable to ask in 
retrospect, What should have been done dif- 
ferently? Was there any choice but to ac- 
cept the calculated risk? 

Zimmerman *° has reported that the in- 
crease in mortality from secondary fungous 
infections lies chiefly in systemic monoliasis 
and aspergillosis. Keye and Magee '? found 
an increase in histoplasmosis, and it appears 
that there is some increase in mucormycosis 
and crytococcosis. Coccoidioidomycosis and 
blastomycosis 7! are not considered to have 
increased in frequency with steroid adminis- 
tration. Actually Engleman and Krupp 
used steroids in erythema nodosum associ- 
ated with pulmonary coccidioidomycosis, 
with reasonably good results. Michael and 
Vogel 73 and Levan and Einstein?‘ point 
out that few reports of dissemination due to 
steroid therapy have emanated from the 
great endemic areas of histoplasmosis and 
coccidioidomycosis. They felt that very few 
of those who harbor these organisms have 
suffered from dissemination due to steroid 
usage alone. Silverman,” however, reported 
upon systematization of histoplasmosis with 
steroid therapy in a patient with exfoliative 
dermatitis, and Smith and Cleve 7° also re- 
ported disseminated histoplasmosis associ- 
ated with steroid therapy in a patient with 
hemolytic anemia. In both of these cases, 
however, the primary disease may have been 
histoplasmosis. 

Several interesting clinical observations 
have been made regarding the effect of sys- 
temic steroids on human superficial mycoses. 
Cremer 77 found that their administration 
led to a cutaneous spread of Trichophyton 
rubrum in one patient and of T. mentagro- 
phytes in another. In addition, he examined 
two patients with hypercorticalism due to 
Cushing’s syndrome; one had a severe 
Trichophyton tonsurans infection, and the 
other, a widespread T, mentagrophytes in- 
fection. Both of the patients were vastly 
improved with surgical correction of the 
Cushing syndrome and without local treat- 
ment. Interestingly, while the latter case 


was being observed, the patient, who was 
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critically ill and required much nursing care, 
infected four of the nurses with T. menta- 
grophytes. Curth ** made a similar observa- 
tion regarding the same organism, noting 
that three laboratory technicians handling 
infected mice developed fungous infection 
after the animals were given cortisone. No 
explanation for this phenomenon could be 
given, for there is no evidence that corti- 
sone has a direct virulence-enhancing effect 
upon fungi. 

Other observers,?*8° myself included, 
have seen severe thrush emerge after sys- 
temic steroids were instituted. One of my 
patients, whose thrush was controlled with 
great difficulty, developed pneumonia, un- 
confirmed in the laboratory but clinically 
compatible with a monoliasis pneumonia, 
presumably as a consequence of the mouth 
infection. 

In brief summary, then, the following 
factors apparently promote serious systemic 
fungous disease: 


. Serious systemic disease 

. A focus of mycotic disease 
Prolonged steroid administration 
High-dosage steroid administration 
. Cytotoxic agents 

. Antibiotic agents. 


An WNe 


Conclusions 


An awareness of the risk of dissemina- 
tion of fungous disease by the steroid hor- 
mones is necessary. However, this danger 
is not so great that it should influence the 
physician to the extent that he will withhold 
treatment in essential cases. Naturally good 
medical precepts will be followed, and a 
complete examination of the patient, includ- 
ing chest x-ray, will be performed before 
major steroid therapy is initiated. If this 
is done, and reasonably thorough follow-up 
examinations are performed, then there will 
be little chance of serious trouble. Despite 
all these precautions the rare patient will 
develop systemic fungous disease, and we 
must count this as one of the calculated risks 
of steroid therapy. 

Superficial mycotic infections should al- 
ways be brought under control before the 
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start of treatment if it is feasible, and if it 
is not, certainly active treatment should be 
carried on during systemic steroid therapy. 


Department of Dermatology, Henry Ford Hos- 
pital (2). 
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The Capillary Circulation of the Skin 


Some Normal and Pathological Findings 


MAJOR MICHAEL J. DAVIS (MC) and CAPT. JAMES C. LAWLEK (MC), U. S. Army 


1. Introduction 


In the past, numerous investigators have 
studied the structure and function of the 
microcirculation in vivo. Much of our 
knowledge concerning minute vessels stems 
from studies made in lower animals. Vari- 
ous ingenious techniques have been devised 
for such studies—for example, the rabbit 
ear chamber of Sandison! and of the 
Clarks? or animal mesentery prepara- 
tions.2;* With these methods, the small 
vessels may be viewed at high magnifications 
with transillumination, since the vascular 
bed is situated in one plane in a thin layer 
of transparent tissue. Unfortunately, these 
techniques cannot be directly applied in 
man, and methods using reflected light must 
be employed. In vivo study of the capillary 
circulation in man was first described 45 
years ago by Lombard,® who made direct 
observations on the nail fold capillaries 
through a microscope using reflected light. 
Since then, the majority of studies on the 
circulation of the skin have been limited 
to observations of the capillary bed of the 
nail folds. This site has been used because 
here the capillaries are oriented parallel to 
the surface of the skin, thus permitting one 
to visualize both the arterial and the venous 
limbs of the capillary. The connections of 
the capillaries with the subpapillary vessels 
ordinarily are not visible in this location. 
The complete applicability of studies made 
on the capillaries of the nail fold to the 
capillaries of the skin in other areas is open 
to some question. The acral location of 
these vessels and, consequently, the large 
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number of arteriovenous anastomoses pres- 
ent in the immediate vicinity probably rep- 
resent the most important difference between 
these capillaries and those in other regions 
of the skin.® 

Studies on the vascular bed of the skin 
other than the nail folds have been made, 
notably by Gilje*™® and Goldman,’® who 
have used capillary microscopy to study the 
vessel changes in various skin diseases. 
Bordley 1! has observed intermittent blood 
flow by capillary microscopy through intact 
skin, while Wetzel and Zotterman! and 
others have studied regional variations in 
the number of end-vessels in the skin. Only 
the capillary dome, however, is usually vis- 
ible in areas of skin other than the nail 
fold, since the end-capillaries are oriented 
more or less perpendicular to the surface. 
This obtains because the keratin layer is 
relatively opaque, and, even after the stra- 
tum corneum is cleared with oil, only a 
hazy outline of the most superficial vessels 
is obtainable. 

A simple modification of the usual tech- 
nique for in vivo capillary microscopy which 
consists of removing the keratin layer over- 
lying the vascular bed to be examined has 


considerably increased the visibility of the 


capillaries and also of the subpapillary ves- 
sels.13 This paper presents our observations 
on the capillary bed of the skin in several 
hundred subjects and on some alterations 
in it incident to various diseases. 


2. Methods 


Even though oily substances applied to the 
stratum corneum have the effect of clearing the 
keratin somewhat (Fig. 1), study of the vascular 
bed through intact skin prepared in this manner 
leaves much to be desired. Occasionally, one can 
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Fig. 1.—Intact skin 
covered with oil film. 
Only a few capillaries 
are visible in the field; 
reduced about 11% from 
mag. X 36. 


see single capillaries fairly well, but it is usual 
to see only the tips of the capillary loops. 

A transparent window for veiwing the super- 
ficial vascular structures can be produced in intact 
or diseased skin by removal of the keratinized 
layer (Fig. 2). This can be accomplished simply 
by repeated applications of a cellulose adhesive 
tape.* A thin layer of keratinized cells adheres 
to the tape with each stroke. Since the thickness 
of the stratum corneum varies from one area of 
the body to another, the number of applications of 
tape needed to expose completely the epidermal 
layer will vary. In general, 20 to 60 applications 
suffice to prepare an area measuring 1X1 cm., and 
this can be accomplished in several minutes with 
little discomfort to the subject. The epidermal 
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surface in the stripped site appears shiny and 
smooth when viewed grossly. Application of a 
bland transparent oil and a cover slip at this point 
creates a completely level interface at the surface 
and eliminates reflecting sites, which decrease 
visibility of the underlying vascular structures. 

If the tape is applied gently, little or no reaction 
to the stripping procedure is seen. Occasionally, a 
transient flare and edema are produced. These 
effects must be allowed to subside completely 
before any valid observations can be made. Pa- 
tients with abnormally fragile blood vessels often 
develop petechiae as a result of the stripping, 
which interferes with study of the vascular bed 
using this technique. 


Fig. 2. 
and subpapillary plexus 
in skin of the dorsum of 
the hand as seen after 
removal of  keratinized 
layers; reduced about 
11% from mag. X 36. 


— Capillaries 
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Fig. 3-—Simple arrangement for capillary 
microscopy, including microscope with substage 
parts removed, ring stand and ring for immobiliza- 
tion, and microscope lamp with heat filter. 


A microscope with substage parts removed or 
any similar optical arrangement can be used for 
direct observation of the capillaries (Fig. 3). We 
have found that adequate immobilization of the 
area to be studied is a necessity, and this can be 
obtained with a ring stand and ring clamped down 
about the site. The source of reflected light used 
is an ordinary microscope lamp with a heat filter 
added. Once the keratin layer is removed, the 
angle of incidence of the light is not critical for 
adequate microscopy of the capillary bed. This 
is in contrast to the difficulty met in obtaining 
adequate illumination for capillary microscopy of 
the nail fold vessels. 

Most of our observations have been made at 
x 150 or at lower magnification. The capillaries 
and subpapillary plexus of vessels do not lie in 


Fig. 4.—Thick section 
of palmar skin, with 
blood vessels injected. 


Note the prominence of 
vessels in the subpapil- 
lary region. 
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the same plane, and at higher magnifications 
structural relationships can not be seen, because 
of decreased depth of focus. At X 150, blood flow 
through the individual capillaries can be seen 
easily. 

Photography of the capillary bed in vivo is a 
useful and often necessary method for document- 
ing many changes observed by microscopy.” 
This is especially true since several hundred vessels 
are visible in a field with the above-described 
technique. We have found the Leitz Aristophot 
camera most useful for in vivo capillary photog- 
raphy, and we employ two electronic flash lamps, 
which supply adequate lighting. The most satis- 
factory definition of the vessels is obtainable with 
commercial orthochromatic film, which is insensi- 
tive to red, and, therefore, vascular structures 
containing blood appear black in the photographs. 
Color film has not been found to be as satisfactory, 
because the vessels do not stand out sharply enough 
from the background. 


3. Normal Anatomy 
“The anatomy of the vascular supply of 
the skin, which was first thoroughly studied 
and elucidated by Spalteholz,'1® is repre- 
sented in Figure 4, which is a section of 
skin with the blood vessels injected. The 
end-capillaries situated in the dermal pa- 
pillae are not well seen since the tissue 
section is thick, but the relative prominence 
of the subpapillary vessels is evident. Fig- 
ure 5 is a schematic drawing of the blood 
vessels of the skin superimposed on a his- 
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tologic section, and the portion of the vas- 
cular bed that we have studied is situated 
superior to the line drawn through the 
picture. 

The end-capillaries in the skin are com- 
posed of an arterial and venous limb joined 
in the capillary dome to form a loop which 
is oriented more or less perpendicularly to 
the surface in the dermal papilla, except 
in nail folds, where the loops are parallel 
to the surface. The dome of the capillary 


Fig. 6.—Normal capil- 
lary bed and subpapillary 
plexuses of forearm. 
Dark spots in course of 
capillaries represent areas 
where vessels are super- 
imposed. Highlights are 
due to shreds of keratin 
remaining after  strip- 
ping; reduced about 11% 
from mag. X 36. 
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Fig. 5—Schematic 


representation of vas- 
cular supply of skin 
superimposed on_histo- 
logic section of skin. 
Vessels above line are 


visible by capillary 


microscopy. 


appears to be part of the venous limb, since 
it is of the same diameter. The arterial 
limb is narrower than the venous limb in 
the ratio of 1.5:1. The two limbs run a 
more or less parallel course, at least in their 
distal portions, and ordinarily are unfolded 
in the nail folds. In other sites, a varying 
degree of twisting of the end-vessels occurs 
as a rule (Fig. 6). Tortuosity of the venous 
limb is a common normal variant, although 
it has been claimed to be found more fre- 
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Fig. 7.—Capillary bed 
of the nail fold. Relative 
diameters of venous 
limbs are greater than 
that of the arterial limb, 
and tortuosity of venous 
portions is seen in some 
capillaries. Subpapillary 
plexus cannot be visual- 
ized; reduced about 11% 
from mag. XX 72. 


quently in neurasthenics.17 The limbs of 
the end-capillaries branch off the subpapil- 
lary vessels at an angle often as much as 
90 degrees. It is not possible with our 
method of study to define definitely the 
portions of the vessels which are muscular. 
A single branch from the arterial subpapil- 
lary plexus may give rise to several end- 
arterial capillary limbs, and more than one 
venous capillary limb may empty into a 
single venule distal to the subpapillary ve- 
nous bed. We have found that ordinarily 
there is a single capillary loop in each der- 
mal papilla, although at times it is not vis- 
ible, since some of the capillary bed may 
not always contain blood. Carrier '* studied 
the same capillaries in the skin over a 
period of months and found little change in 
the shape and position of the observed 
vessels. 

Considerable variation exists in the diam- 
eter and length of the capillaries from one 
area of skin to another, and, in general, the 
vessels are larger in sites having a smaller 
number per unit area. The nail fold capil- 
laries (Fig. 7) average 0.30 mm. in length; 
the arterial limb of the capillary is 0.010 
mm. to 0.013 mm. in diameter, and the ve- 
nous limb is 0.013 mm. to 0.020 mm. in 
diameter. There are about 20 end-capillaries 
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per square millimeter in this location. On 
the dorsum of the hands and feet there are 
normally between 60 and 70 end capillary 
loops per .square millimeter and the vessels 
are smaller than in the nail folds. The 
arterial limb diameter averages 0.010 mm., 
and the venous limb, 0.015 mm. The length 
of these vessels is difficult to measure with 
any accuracy, since most of the capillaries 
are not parallel to the surface and usually 
run an undulating course. Measurements 
of the longest end vessels in these locations 
indicate that they are between 0.15 mm. and 
0.20 mm. in length. The dimensions of the 
end-capillaries in other areas of skin fall 
between the values cited for dorsum of the 
hand and nail fold. Our figures corroborate 
those of Wetzel and Zotterman™ and of 
others who have studied this subject. 

The venous subpapillary plexus is much 
more prominent than the arterial plexus, 
since the venules wider. The two 
plexuses which are situated just below the 
dermal papillae do not ordinarily follow any 
definite pattern except along large furrows. 
In this instance, the subpapillary vessels 
may run a linear course for 1 to 2 mm. and 
the end-capillaries are seen to branch off 
along either side of the furrow (Fig. 8). 
Anastomotic channels between the arterial 


are 
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and venous vessels at the level of the sub- 
papillary plexuses are not evident to us, nor 
have we seen capillaries branch off and re- 
turn to a venule, such as described by 
Krogh.!® 

In marked degrees of venous stasis, such 


as occur in congestive heart failure, the 
subpapillary venules appear sacculated. This 


may indicate that these vessels contain 
valves. The rate of flow of blood through 
the vessels is slower on the venous side, 


Fig. 9.—Heavily pig- 
mented skin, with pig- 
ment in rete ridges 
forming a halo about der- 
mal papillae. Only tips of 
capillaries are visible in 
many of papillae; re- 
duced about 14% from 
mag. X 36. 
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Fig. 8—Linear = ar- 
rangement of capillaries 
along large furrows; re- 
duced about 11% 
mag. X 72. 


from 


and this can be used to differentiate arterial 
from venous blood vessels. Stasis produced 
by a tourniquet causes a marked slowing of 
the rate of blood flow and causes the stream 
to appear granular in many vessels. With 
continued stasis the venules in the subpap- 
illary plexus and the venous portion of the 
end-capillaries dilate. This dilatation in- 
cludes the dome of the capillary, but the 
diameter of the arterial limb remains un- 
changed. The diameter of the venous limb 











of the capillary may be three times that of 
the arterial limb. 

In our observations, about 75% of the 
end-capillaries are open at any one time 
under normal circumstances, and this is 
more in agreement with Lewis’ findings ° 
that only 12% of the skin capillaries are 
closed at a time. Krogh’s !® figures for the 
number of open vessels are much lower. 

The skin vessels are not visible in heavily 
pigmented skin, except for the tips of the 
capillaries. Figure 9 shows pigment oriented 
in the rete ridges enclosing the individual 
dermal papillae. The capillary dome is seen 
in many of the papillae. 


4. Alterations in Skin Blood Vessels 
in Various Diseases 

(a) Psoriasis—Besides its usefulness as 
a tool to study anatomy and function of the 
cutaneous circulation, capillary microscopy 
shows some promise of ultimately being 
employable in differentiating one skin dis- 
ease from another. To date, however, there 
have not been enough data collected on the 
various changes in the superficial circulation 
of the skin in disease to permit its use as a 
diagnostic aid very frequently. 

In our studies, psoriasis has certain con- 
sistent alterations in the capillary bed of 
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Fig. 10—Markedly 
tortuous capillaries in a 
psoriatic plaque. Sub- 
papillary vessels not seen 
because of acanthosis; 
reduced about 11% from 
mag. XX 72. 


the lesions which permit it to be differen- 
tiated from other dermatoses. Figure 10 
represents the capillary microscopic picture 
found in a typical psoriatic plaque which 
was located on the arm and had been present 
for more than a year. Gilje ® has described 
in psoriatic plaques the regularly arranged 
distribution of capillaries, which appear as 
puff balls when viewed through the scales 
on the surface of the lesion. The end- 
capillaries in this disease are actually ex- 
tremely tortuous and coiled on themselves. 
The subpapillary plexus is obscured, most 
probably because of the acanthosis present. 
It is apparent that the capillaries are longer 
than normal. Dilatation is not a prominent 
feature of the capillary changes seen in 
psoriasis. This is in contrast to the usual 
impression one gains from reviewing a 
histological section of a psoriatic lesion. 
The apparent dilatation of the capillary 
vessels is an artifact which results from 
sectioning through a coiled vessel and un- 
avoidably getting a tangential cut through at 
least some vessels. There is no increase in 
the number of capillaries over what would 
ordinarily be expected. Under the micro- 
scope, flow through these capillaries appears 
normal and the capillaries can be seen to 
pulsate. The diameters of the venous and 
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arterial limbs of these end-capillaries are 
approximately equal, and this is another 
departure from the findings in normal skin. 
Examination of an early psoriatic lesion, 
measuring 2 mm. in diameter, revealed the 
capillaries to be abnormal, in that the end- 
vessels were somewhat tortuous, but not 
nearly to the degree seen in lesions of long 
duration, 

Examination of normal skin in patients 
with psoriasis shows a varying number of 
abnormally tortuous capillaries. This find- 
ing suggests that more attention should be 
directed to the role of the capillaries, which 
may be basically involved in some way in 
producing the manifestations of psoriasis. 
The tortuosity and increased length of the 
capillaries in a psoriatic lesion result in a 
considerable increase in endothelial surface 
available for exchange of metabolites. This 
correlates well with the elevated oxygen 
consumption in psoriatic lesions.24 Tortu- 
osity of a capillary per se is not a finding 
liniited to psoriasis. It has been found with 
some consistency in the nail folds of sub- 
jects who have neurasthenia 1? and no evi- 
dence of skin disease. 

(b) Lichen Planus.—There is a marked 
departure from normal in the end-capillaries 
and subpapillary plexus in lichen planus 
(Fig. 11). Some of the vessels are oblit- 
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Fig. 11—Vascular 
changes in a lesion of 
lichen planus. Capillaries 
are dilated and tortuous, 
and there is palisading of 
the vessels about the 
periphery; reduced about 
11% from mag. X 36. 
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erated, while others are deformed and di- 
lated. There is a regular arrangement of 
the capillaries about the central area of 
severe changes, and these vessels, too, are 
tortuous. About the periphery of the 
papule, palisading of the end-capillaries is 
noticeable. This feature is seen not only in 
lichen planus but also in psoriasis and in 
other papular dermatoses. The violaceous 
hue seen in lichen planus papules is attrib- 
utable to the engorgement of the capillaries 
and, to a greater extent, to engorged venules 
in the subpapillary plexus seen through a 
hyperkeratotic stratum corneun. The lesion 
appears dusky red after the hyperkeratotic 
layer is removed. 

(c) Atopic Dermatitis—The capillary 
blood vessels in the involved skin of pa- 
tients with atopic dermatitis are somewhat 
dilated. A consistent feature of the picture 
is the regular distribution of the capillaries, 
which are all open, and the subpapillary 
plexus is not seen, owing to the acanthotic 
changes in the epidermis. The capillaries 
themselves are frequently obscured; that is, 
the vascular outlines are fuzzy as a result 
of edema in the papillae and epidermis. 
The arrangement of the vessels in atopic 
skin is somewhat reminiscent of the regular 
arrangement seen in psoriatic plaques; how- 
ever, there is little tortuosity of the capil- 
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laries. In uninvolved skin of atopic patients, 
the vascular bed appears normal. The 
capillary changes seen in areas of localized 
neurodermatitis are not distinguishable from 
those of atopic dermatitis. 

The technique of capillary microscopy 
has greater significance in the study of 
atopic dermatitis when it is applied to ob- 
serve vascular changes in response to phar- 
macologic or physiologic stimuli. It has 
been observed that there is an enhanced 
vasoconstrictor tendency in atopic skin,?*:?8 
which is demonstrable by the ease with 
which white dermographism is produced on 
stroking, by a more rapid rate of cooling 
in a cold environment and slower rate of 
warming in warm environments, by exag- 
gerated response to cold pressor tests, and, 
finally, by the delayed blanch phenomenon. 
Lobitz * described a paradoxical reaction 
in atopic skin which consists of the appear- 
ance of a white halo about a wheal caused 
by the introduction of dilute acetylcholine 
solution into the skin. This delayed blanch 
phenomenon begins between three and five 
minutes after the injection of acetylcholine 
and has been interpreted as vasoconstriction 
of the skin vessels in response to a vaso- 
dilator drug. This reaction was studied in 
a series** of atopic patients, and direct 
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observations were made of the capillary bed 
after the introduction of acetylcholine (Fig. 
12). It was seen that the capillaries about 
the periphery of the wheal remained dilated, 
while the area grossly appeared blanched. 
Introduction of hyaluronidase into the test 
site prior to the acetylcholine injection elim- 
inated the blanching, and it appears that 
the whiteness seen grossly is due to edema 
forming as a result of vasodilation of the 
capillaries in response to a_ vasodilator 
substance. 

(d) Discoid Lupus Erythematosus.— 
There is almost a complete loss of the end- 
capillaries in lesions of chronic discoid 
lupus erythematosus (Fig. 13). The vessels 
in the subpapillary plexus are misshapen 
and dilated. In a patient with lesions of 
discoid lupus erythematosus of several 
years’ duration on the face and with no 
lesions in other areas, there were atrophic 
changes grossly in the skin over the dorsum 
of the hands and forearms. These sites had 
never been involved with discoid lesions, 
and there was no clinical or laboratory evi- 
dence of constitutional disease. The vascu- 
lar beds on the dorsum of the hands and 
forearms were decidedly abnormal in that 
there was a loss of the end-capillaries and 
a dilated tortuous subpapillary plexus. 


Fig. 12.—Capillaries in 
lichenified skin of a 
patient with atopic der- 
matitis after dilute 
acetylcholine was _ in- 
jected. Vessels are di- 
lated, and sweating is 
evident; reduced about 
11% from mag. X 36. 
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Fig. 13—Vascular 
changes in skin asso- 
ciated with discoid lupus 
| erythematosus. End-capil- 
| Jaries are destroyed, and 
subpapillary vessels are 
dilated; reduced about 
4% from mag. X 36. 


| Gilje ® has reported finding abnormal capil- 
laries in the nail folds of patients with 
discoid or disseminated lupus erythemato- 
sus. The vascular bed on the volar surface 
of the forearm of our patient appeared 
normal, 

(e) Hereditary Hemorrhagic Telangiec- 
tasia and Purpuras.—One of the most inter- 
esting findings in this group of diseases 
has been the vascular changes in the skin 
of patients with hereditary hemorrhagic tel- 
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angiecstasia. Examination of the grossly vis- 
ible ectasias (Fig. 14) showed them to 
consist of a markedly coiled, widely dilated 
vascular channel situated superficially in 
the skin. The flow of blood through the 
angiomatous vessels was slow and granular. 


We were unable to visualize the inflow and 
outflow vessels to the coiled mass and there- 
fore could not ascertain whether one or 
more vessels made up the mass. 


Fig. 14.—Angiomatous 
vessel in patient with 
Rendu-Osler-Weber  dis- 
ease. Circular channel in 
Figure 15 may be pre- 
cursor to this structure; 
reduced about 11% from 
mag. X 36. 











Fig. 15.—Vascular bed 
in normal skin of a pa- 
tient with Rendu-Osler- 
Weber disease. Circular 
channels are seen in 
which the blood flow is 
granular; reduced about 
11% from mag. X 36. 


In normal skin of two patients with 
hereditary hemorrhagic telangiectasia, un- 
usual vascular structures were observed 
(Fig. 15). These consisted of a circular 
vascular channel, about 0.3 mm. in diameter, 
enveloping a second circular channel. These 
vessels contained blood the rate of flow 
of which was rather slow and the flow of 
which was granular. Approximately two 
such structures per square millimeter were 
visualized. End-capillaries in the area of 
the circular channels were absent, and they 
appeared to be situated at the level of the 
subpapillary plexus. These structures pos- 
sibly represented the precursors to the mark- 
edly coiled vessels found clinically as 
telangiectasia. There was a superficial re- 
semblance of these vessels to schematic 
representations of the arteriovenous anas- 
tomoses normally found in the skin.*° These 
structures were smaller than normal glomus 
bodies and were more superficially situated 
in the skin. The lesions in Rendu-Osler- 
Weber’s disease are often most numerous 
in the nail beds, on the fingers and the 
hands, the lips, the nose, and the ears.?¢?7 
Arteriovenous anastomoses in the skin are 
also found in these areas in large numbers. 
Arteriovenous fistula of the lung is a com- 
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monly associated condition in hereditary " 


hemorrhagic telangiectasia.**?® In view of 
the presence of abnormal vascular structures 
which ‘resemble small glomus bodies in the 
skin of our two patients, of the common 
occurrence of lesions in areas containing 
many arteriovenous anastomoses, and of the 
common association of pulmonary arterio- 
venous fistulas with this disease, it is 
suggested that this disease may be the mani- 
festation of abnormal arteriovenous anasto- 
moses, 

In a series of eight patients with idio- 
pathic nonthrombocytopenic purpura and six 
patients with thrombocytopenic purpura 
secondary to other diseases such as leuke- 
mia, we were unable to demonstrate any 
anatomical changes in the skin blood vessels 
with this technique. Repeated application 
of tape to the skin of a patient with a posi- 
tive Rumple-Leede phenomenon produces a 
varying number of petechiae which interfere 
with visualization of the vessels. At this 
time we are unable to say which part of the 
skin vasculature is the commonest site for 
bleeding. Tourniquet tests performed by 
the photographing of the capillary bed be- 
fore and after application of a blood pres- 
sure cuff are many times more sensitive as 


Vol. 77, June, 1958 


CAP 











‘an i 








meth 
leng 


sel it 
the 

ynd 
pear 
porti 
lary 
capil 


wn 


ecta: 


8% 


Dav 





IGY 


CAPILLARY CIRCULATION OF SKIN 


an index of capillary fragility than is the 


_ usual gross counting technique. 


(f) Senile Skin and Ectatic Vessels.— 
When examined by capillary microscopy the 


‘|yvascular bed in senile skin (Fig. 16) is 


found to have certain distinguishing char- 
acteristics. The first of these is that the 
average length of the end-capillaries appears 


to be shorter than those of a young subject, 
and, second, the subpapillary plexuses ap- 


pear more prominent. Since we have no 
method as yet for accurately measuring the 
lengths of capillaries, because of their 


Fig. 17.—Ectatic 
sel in skin of patient with 
the malignant carcinoid 
syndrome. The vessel ap- 
pears to be a_ dilated 
portion of the subpapil- 
lary vessels. No end- 
capillaries are present in 
immediate vicinity of 
ectasia; reduced about 
8% from mag. X 36. 


ves- 
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Fig. 16.—Vascular bed 
in forearm skin of man 
aged 65. Subpapillary 
plexuses are very prom- 
inent, and capillaries ap- 
pear to be shortened; 
reduced about 11% from 
mag. X 36. 


perpendicular orientation in the skin, the 
observation that the capillaries are shortened 
must remain only an impression. Shorten- 
ing of the end-capillaries in the aging skin 
correlates with the occurrence of flattening 
of the dermal papillae, which is probably 
a result of decreased capillary surface area 
and a decreased supply of nutrients. Thin- 
ning of the overlying structures accounts 
for the apparent prominence of the sub- 
papillary vessels in senile skin. 

In studying many diseases which are 
characterized by ectatic vessels in the skin, 











we have found that these ectatic vessels are 
dilated subpapillary venules and possibly 
arterioles and are not dilated capillaries. In 
fact, in areas of skin in which ectatic vessels 
are found there is a greatly reduced number 
of end-capillaries (Fig. 17). The epidermis 
and dermal papillae overlying these ectatic 
vessels are usually atrophic. In skin dis- 
eases which are characterized by eventual 
atrophy of the skin, such as discoid lupus 
erythematosus, poikiloderma, or chronic 
radiodermatitis, there is usually complete 
destruction of the papillary capillaries and 
dilatation of the subpapillary vessels. The 
capillaries seem to be more prone to destruc- 
tion in disease processes than are the sub- 
papillary plexuses. 


Summary 


Methods for the direct study of the micro- 
circulation of the skin are briefly reviewed, 
and a modified technique for study of the 
superficial vessels is described. 

Observations on the normal anatomy of 
the skin circulation and variations found in 
it are presented. 

Alterations in the capillaries and sub- 
papillary plexuses in psoriasis and lichen 
planus are discussed together with the 
changes encountered in discoid lupus ery- 
thematosus and atopic dermatitis. 

A peculiar vascular structure found in 
the skin of patients with hereditary hemor- 
rhagic telangiectasia is described. 

The vascular changes seen in aging skin 
are outlined, and a description of ectatic 
vessels is given. 


Department of Dermatology, Walter Reed Army 
Institute of Research, Walter Reed Army Medical 
Center, Washington, D. C. 
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Dyskeratosis Congenita with Pigmentation, Dystrophia 
Unguium, and Leukoplakia Oris 


A Follow-Up Report of Two Brothers 


JOHN GARB, M.D., New York 


A previous publication’ dealt with two 
Jewish-American brothers, aged 25 and 21, 
Cases 1 and 2, who had in common the 
main features of the very rare syndrome 
dyskeratosis congenita with pigmentation, 
dystrophia unguium, and leukoplakia oris. 
This paper completes their interesting and 
tragic life histories. 


Review of Case 1 


When the patient was 5 years of age, blisters 
appeared at the sides of the tongue. These healed 
after medication but recurred yearly. Sores later 
developed on the inside of the mouth and gums. 
Attacks of dysphagia occurred when the patient 
was 8 years old, due to narrowing of the esophageal 
orifice. At the age of 11 the teeth began to soften, 
to crumble, and gradually to decay. The trunk 
and extremities revealed pigmentary changes. At 
the age of 12 the nails of the hands became dys- 
trophic, shriveled, and shrunken. The skin was dry 
except for the palms and soles, which perspired 
profusely, especially when the patient was under 
tension. When the patient was 19 years of age, 
ulcerations developed on the lips, and these never 
healed. In 1940, when he was 20, ulcers on the 
legs occurred and took months to improve. 

On Jan. 28, 1943, there were hyperpigmented 
and depigmented areas on the face, upper and 
lower limbs, and upper half of the trunk. The 
hyperpigmented areas were arranged in a fine net- 
work, darkest on the neck. The bathing-trunk zone 
was unaffected. The nail plates of all the fingers 
except that of the right index finger were either 
completely absent or reduced to thin dystrophic 
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remnants. The entire left buccal mucosa was 
covered with already malignant, thick, leuko- 
keratotic* and premalignant leukoplakic patches, 
and hemorrhagic ruptured vesicles and_ bullae. 
Leukoplakic patches were also present on the dor- 
sal surfaces and sides of the tongue, which revealed 
areas of smooth atrophy. There was tearing of 
the eyes due to keratinization and closure of the 
tear ducts. The wrinkled atrophic appearance of 
the hands resembled that of acrodermatitis 
chronica atrophicans. There was a thick purulent 
discharge from the anus, with evidence of anal 
stenosis. 

Laboratory data and special examinations gave 
normal * results except for a moderate anemia. 
Histologic sections from hyperpigmented patches 
revealed poikiloderma-like changes. 

He was first treated with intramuscular injec-' 
tions of testosterone propionate, to which the 
leukokeratotic patches responded well, undergoing 
pronounced regression in three weeks,t and sub- 
sequently with large doses of vitamin B complex 
(brewer’s yeast) for the oral and lip lesions, ac- 
cording to the treatment of Drs. Martin “—_ 
Koop.t. By Oct. 2, 1943, after a lapse of treat- 
ment of three months, the oral lesions had become 
aggravated. The patient continued taking large 
doses of yeast, without noticeable improvement. 
On Jan. 18, 1945, adrenal cortex extract (Corta- 
lex)§ was prescribed. Three months later the 
patient stated that he felt better and more vigorous. 
On Aug. 5, 1947, tablets of ascorbic acid (vitamin 
C), 100 mg., and sodium p-aminobenzoate, 0.5 gm., 
were ordered. Various other medications, includ- 
ing vitamin A, penicillin, chlortetracycline (Aureo- 
mycin), and additional courses of testosterone 
propionate injections seemed at times to have a 


* Garb and Rubin,’ Figure 4. 

+ Garb and Rubin,’ Figure 5. 

t Cited in Garb and Rubin.’ 

§ The Upjohn Company, Kalamazoo, Mich. 
Each tablet presents the physiologically active 
adrenal cortical hormone contair~1 in 5 gm. of 
fresh adrenal gland, together with 15 mg. of 
ascorbic acid. 
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Fig. 1.—January, 1950. Extensive leukokera- 


totic patches, most pronounced on the lower lip. 


Fig. 2.—Histologic sec- 
tion taken from _ the 
lower lip on Aug. 24, 
1948, clinically diagnosed 
as squamous-cell carci- 
noma but interpreted as 
keratosis, showing the 
specimen being covered 
by extremely acanthotic 
stratified epithelium pro- 
jecting into the corium in 
long broad cords, with 
most of the nuclei being 
uniform. The nucleoli and 
some mitotic figures are 
easily discernible. Dys- 
keratotic changes are 
seen in the cords; re- 
duced about 11% from 
mag. X 192.5. 


beneficial effect on the leukokeratotic patches of 
the oral mucosa but had no effect on the lesions of 
the lips. From Oct. 30, 1947, until March 17, 
1949, the leukokeratotic patches on the lips were 
destroyed by several electrodesiccations only to re- 
cur in a more extensive form. Experimental treat- 
ments with podophyllum salve, thorium X, grenz 
rays, roentgen rays, and radium applications were 
also used, without benefit. The leukokeratotic 
patches continued to recur and extend, particularly 
on the lower lip (Fig. 1). 

On Dec. 1, 1949, the hemogram showed a hypo- 
chromic anemia and 4000 total leukocytes per 
cubic millimeter. Sternal marrow examination on 
that day revealed an increase in the lymphocytes 
and a relative decrease in nucleated red cells, with 





some degree of lymphocytic infiltration. No diag- 
nosis was made, as the lymphocytic infiltration was 
thought to be due to admixture of peripheral and 
sinusoidal blood. On Nov. 24, 1953, the hemogram 
revealed a moderate anemia but normal total white 
cell and differential count. The _ liver-function 
tests were normal except for cephalin cholesterol 
(Hanger’s test) which gave a 1+ reaction. Chem- 
ical examination of the blood showed urea nitrogen 
26 mg. per 100 cc. and sugar 146 mg. per 100 cc. 
The blood gave a negative Mazzini reaction. 
Repeated histologic examinations of leukokera- 
totic patches of the lips were interpreted as kera- 
toses. A section taken Aug. 24, 1948, from the 
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Fig. 3.—Carcinomatous anorectal mass (From 
Dr. Isaac Skir). 





Fig. 4.—Histologic sec- 
tion of Figure 3, showing 
clearly the mucinous, or 
signet-ring-type, cells; re- 
duced about 11% from 
mag. X 777. 
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Fig. 5.—Histologic sec- 
tion of mucous membrane 
of left cheek, diagnosed 
as epidermoid carcinoma, 
Grade III, reveals ir- 
regularly acanthotic epi- 
dermis with whorl and 
pearl formation, with 
islands of rete cells un- 
marginated by basal cells 
and dilated blood vessels ; 
reduced about 40% from 
mag. 67.8 (from the 
Memorial Center). 


lower lip, clinically diagnosed as squamous-cell 
carcinoma, showed keratosis, according to Dr. 
T. G. Morrione (Fig. 2). 

On April 22, 1953, because of pronounced 
extension of leukokeratotic patches in the oral mu- 
cosa, commissures, and lips, the patient had diffi- 
culty in opening his mouth and swallowing solid 
foods. A biopsy from the lower lip on May 14, 
1953, still showed keratosis. On Oct. 1, 1953, after 
penicillin injections and chlortetracycline given 
orally, there was considerable improvement, but the 
lesions recurred in a worse form two weeks later. 
Applications of neomycin-gramicidin (Spectrocin) || 
in a plasticized base salve and isotonic saline dress- 
ings to exudative lesions of the lips gave only 
temporary relief. Liver injections and tablets con- 
taining iron were given for hypochromic anemia. 

On Nov. 24, 1953, the patient complained of 
weakness, rectal bleeding, and a lump in the rectum 
(Figs. 3 and 4) which had been growing for three 
years. Inspection and digital examination revealed 
friable infiltrated patches in the anorectal area 
suggesting carcinoma. A biopsy was interpreted 
by Dr. Maurice N. Richter as “mucinous adeno- 
carcinoma of rectum, poorly differentiated, of 
‘signet-ring’ type.” 

The patient was referred for treatment to the 
Memorial Hospital on Dec. 8, 1953. Dr. George 
E. Binkley of the Proctology Department reported 
that the mass had begun in the perianal region and 
had extended upward, infiltrating the anal sphincter 
area. In addition to the rectal carcinoma, biopsies 
of several areas of mucous membranes inside the 
left cheek revealed epidermoid carcinoma, Grade 
III (Fig. 5). 

The patient was prepared for rectal surgery at 
the Memorial Hospital. However, his condition 
rapidly deteriorated. He was first unable to walk 
and then became blind. He developed a left paresis, 


|| E. R. Squibb & Sons, New York. 
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then a right partial paresis, and finally he lost his 
speech. He subsequently lost consciousness and 
died on March 4, 1954, at the age of 36. Consent 
for autopsy was refused. 


Review of Case 2 


In 1943, the patient, a garage mechanic, pre- 
sented a syndrome similar to that of Case 1 but in 
a much milder form. Lacrimation had been con- 
tinuous since the patient was 12 years of age. 
Pigmentation had begun at the age of 16 involving 
the neck and “V” area of the chest. Leukoplakic 
patches were present on the tongue, which also 
revealed areas of glossitis and smooth atrophy. 
Some of the nails of the fingers and toes were 
dystrophic but to a lesser degree than those of 
Case 1 (Figs. 6 and 7). An appendectomy was 
performed in childhood. The left pyelonephritic 
kidney was removed in 1938, when the patient was 
16 years of age. A severe electric shock caused 
serious burn in 1942. He had, like Case 1, a 
lowered intelligence. 

A follow-up dermatologic examination on Feb. 
18, 1954, revealed the following condition. The 


Fig. 6—Absence of the fingernails in Case 2, 
except for remnants on the thumbs and middle and 
index fingers of the left hand. 
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Fig. 7.—Absence of remnants of the toenails in 
Case 2 


pigmented areas had extended considerably since 
1949. Mottled pigmenation was present on the 
entire back, down to the level of the iliac crests. 
Areas of lighter brownish pigmentations were 
seen on the front of the entire chest. The hyper- 
pigmented areas were interspersed with white 
various-sized irregular spots involving the eptire 
arms and neck, more prominent on the latter. Small 
leukoplakic patches were scattered on the tongue. 
The nails were absent on the hands and feet, 
except for remnants on the thumbs and the middle 
and index fingers of the left hand. He wore upper 
and lower plates, the teeth having been extracted 
in 1952 because the gums were “shriveling up.” 
There was diffuse premature alopecia of the scalp. 
He revealed a very pronounced anemia. Two ex- 
tensive scars from previous operations were seen 
on the abdomen. 

He remained asymptomatic until January, 1950, 
when he fainted and vomited a large amount of 
blood. His condition was diagnosed as bleeding 
peptic ulcer, at the Prospect Heights Hospital, and, 
after seven blood transfusions, he was sent home. 
He was readmitted to the same hospital in 
September, 1950, when he passed tarry stools. An 
exploratory operation, performed after blood 
transfusions, disclosed splenomegaly and cirrhosis 
of the liver, but the peptic ulcer which had been 
suspected was not found. 

Between Jan. 18, 1951, and April 19, 1954, the 
patient was hospitalized eight times at the Presby- 
terian Medical Center for various complaints, 
chiefly tarry stools, progressive anemia, and bouts 
of fever probably due to the exacerbation of right 
chronic pyelonephritis. This abated with the 
administration of procaine penicillin G (Crysti- 
cillin), | oxytetracycline (Terramycin), # sulfisox- 
azole (Gantrisin),* and nitrofurantoin (Furadan- 


"FE. R. Squibb & Sons, New York. 


# Chas. Pfizer & Company, Inc., Brooklyn, 
i ae Al 

* Hoffman-La Roche, Inc., Nutley, N. J. 
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tin).t A portacaval anastomosis was performed. on 
Feb. 1, 1951, by Dr. Arthur H. Blakemore. Reduc- 
tion in portal pressure and disappearance of the 
esophageal varices was shown by the esophagram. 
The spleen was removed Jan. 15, 1952, because of 
progressive anemia, splenomegaly, and the then 
normal bone marrow, with a temporary improve- 
ment in the blood picture (Table). 
Roentgenogram of the chest, cholecystogram, 
and a_ gastrointestinal series were normal. An 
intravenous pyelogram showed minimal hydrone- 
phrosis in the remaining right kidney, a loop and 
stricture in the ureter, and a stricture in the 
urethra. A basal metabolism and electroencephalo- 
gram were normal. Anoscopic examination dis- 
closed a fissure in ano. The first bone marrow 
aspiration revealed low cellularity. While some 
atypical white blood cells were present, the changes 
+ Eaton Laboratories, Inc., Norwich, N. Y. 


Laboratory Results of Studies Performed at the 


Columbia-Presbyterian Medical Center, 
New York, 1954, During Seventh 
Admission of the Second Case 








Examination 
Urinalysis 


Hemogranr 
Hemoglobin 
Hematocrit 
Erythrocytes 
Leukoeytes 

Total 
Polymorphonuclear 
Lymphocytic 
onocytic 
Platelets 


Reticulocytes 


Erythrocyte sedimentation 
rate 


Erythrocyte fragility 


Blood group and Rh factor 


Stool 
Guaiac (for blood) 
Ova and parasites 
Culture 


Liver function 
Albumin 
Globulin 
Albumin-globulin ratio 
Total cholesterol 
Bilirubin (direct van den 


rEg 

Cephalin flocculation 

Thymol turbidity 

Sulfobromophthalein 

Alkaline phosphatase 
Electrolytes 

Sodium 

Potassium 

Chloride 

CO rcombining power 
Fasting blood sugar 
Blood urea nitrogen 
Plasma inorganic iron 


Urinary 17-ketosteroids 
(24-hr. specimen) 


Results 
Normal 
7 gm./100 cc. blood 
25% blood volume 
2,400,000/cu. mm. blood 
5,000/cu. mm. blood 
20 
78% 
2% 
24,000/cu. mm. blood 
0.7/100 red blood cells 


80 mm. in an hr. 


Hemolysis began at 0.45%, not 
complete at 0.30% 


A, negative 
Negative 


Negative 
Negative 


3.8 gm./100 cc. serum 
wae 100 cc. serum 
276 mg./100 cc. serum 


1 mg./100 cc. serum 
Negative 


2+ 
20% retention after 30 min. 
4.7 Bodansky units 


141 mEq./L. serum 
4 mEq./L. serum 
102 mEq./L. serum 
27 vol. % serum 

77 mg./100 ce. blood 
9 mg./100 cc. blood 


0.167 mg./100 cc. plasma 


4.7 mg. in 24 hours 
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were not characteristic of any specific blood dis- 
order. However, repeated sternal puncture later 
revealed aplastic anemia, shown formerly in the 
hemogram. 

A urine culture performed later during the 
patient’s stay in the hospital showed no growth. 
The blood urea nitrogen level was 15 mg. per 
100 cc. There was a serum amylase of 24 M. and 
K. units* and erythrocyte sedimentation rate of 
120 mm. in an hour. Findings on a skin biopsy 
were reported as negative for iron pigmentation. 
Several blood cultures showed no growth. 

On March 28, 1954, the patient had a severe 
pain in the epigastrium, radiating to the chest, and 
fell to the floor. On Aug. 26 he had an attack 
of sharp pain in the left anterior side of the 
chest. He appeared pale. A hematocrit determina- 
tion was 21%. On Nov. 3, 1954, he complained 
of having about 15 bowel movements a day. 
Physical examination was essentially negative, ex- 
cept for the paleness. In spite of the diarrhea the 
patient stated that he was working every day 
and appeared to be in a better condition than on 
his previous visits. In the faint hope of improving 
the patient’s hematological picture, the Presby- 
terian Medical Center administered a course of 
cortisone for 10 days, without any benefit. 

On Jan. 31, 1955, while skating, the patient 
developed chills and fever and lost consciousness. 
He was taken to Coney Island Hospital and died 
within two hours, at age 33. 

An autopsy{ revealed (1) exogenous hemo- 
chromatosis, (a) cirrhosis of liver, (b) pigmenta- 
tion of liver, lymphatics, and skin, (c) fibrosis of 
pancreas; (2) acute congestive failure; (3) porta 
cava shunt; (4) old splenectomy; (5a) left 
nephrectomy, (b) hypertrophy of right kidney 
(compensatory ). 


Comment, Case 1 


It seems clear from the history that the 
leukoplakic and leukokeratotic patches of 
the mouth, lips, and anorectal mucosa were 
the danger zones, although any part of the 
gastrointestinal tract may have been affected 
with leukoplakia. It also seems apparent 
that the extent and the severity of the le- 
sions in the oral mucosa, even when first 
examined, on Jan. 28, 1943, excluded local 
destructive measures. Such measures could 
not have been used because of the extensive 
hemorrhagic bullae and ulcerations present 
in addition to the leukokeratoses. 


t Microscopic autopsy report will be submitted 


later. 
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The response of these oral lesions to 
testosterone propionate injections,§ given 
simultaneously with large doses of vitamin 
B complex (brewer’s yeast) and ascorbic 
acid, appeared to be excellent. This might be 
in some way connected with evidence sug- 
gestive of adrenal insufficiency,’ thus ex- 
plaining the androgen hormonal response. 

The leukokeratotic growths on the lips 
were less responsive at the beginning and 
later on did not respond at all to the above 
medications and procedures or to x-ray and 
radium. It would seem that in similar 
cases radical excision of the affected areas 
of the lips should be performed early to 
prevent squamous-cell carcinoma from de- 
veloping. This method has also been advo- 
cated by Costello.|| Early destruction of 
the leukoplakic patches in the anorectal 
mucosa, especially if associated with fissures, 
stenosis, and fistula in ano, is likewise indi- 
cated to prevent the development of car- 
cinoma.*® 


Comment, Case 2 


In the first! report of the two brothers 
herein discussed three other patients with 
this syndrome, two brothers reported by 
Engman ° and one by Cole and co-workers,’ 
were described. Since then a sixth case has 
been reported by Jansen,® and a seventh 
case by Costello and Buncke,® the first pa- 
tient with a history of consanguinity in the 
parents. In the last-named case the features 
of poikiloderma atrophicans vasculare were 
prominent. The patient also had transpar- 
ent tympanic membranes but showed only 
minimal nail changes. 

Another case which has been published, 
a man of 21 years of age, the first in 
France, was recently reported by Bazex and 
Dupré.’ The two original cases with this 
typical syndrome were the two brothers, 29 
and 18 years of age, reported by Zinsser. 

These additional 5 patients make a total 
of 10 reported cases of dyskeratosis con- 
genita. All the patients were males, and 


§ Garb and Rubin’; compare Figures 4 and 5. 
|| Personal communication to the author. 
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six of these, those of Engman and Zinsser 
and the two cases herein reported, were 
three pairs of brothers. In none of these 
patients were there histories of similar dis- 
turbances in near or distant members of the 
families. 


It should be emphasized, at least for con- 
venient classification, that before being 
identified with the group of dyskeratosis 
congeriita, a patient should manifest all the 
three cardinal features of that syndrome 
enumerated in the title. On this basis the 
patient of Kitamura and Hirako,!* a boy 
aged 14, and the patient of Aplas,!* a man 
aged 28, both revealing reticular hyperpig- 
mentation of the skin and dystrophy of the 
nails but no leukoplakia, should be con- 
sidered only as possible formes frustes 
types of that congenital defect unless leu- 
koplakia develops later in life or is found 
subsequently in other areas not easily de- 
tected. It is to be noted that leukoplakia 
may be found anywhere in the gastrointesti- 
nal tract or in other mucous membrane 
areas, such as the pelvis of the kidney, as 
reported by Politano.'* 

The syndrome belongs to the group of 
ectodermal defects related particularly to 
epidermolysis bullosa and pachyonychia 
congenita. However, Case 2 also had symp- 
toms related to Fanconi’s*® syndrome in 
adults reported by Rohr.'® Rohr gave an 
account of a hitherto unknown clinical 
hematologic syndrome in two adult brothers 
who had pronounced hemorrhagic diatheses, 
violent pains in the bones, and panhemato- 
penia associated with diffuse pigmentation 
of the skin. The younger brother also re- 
vealed a certain degree of infantilism. In 
him the anemia was stabilized after splenec- 
tomy. The older brother died with all symp- 
toms of an aplastic anemia. In the final 
stage of the disease the marrow showed 
pronounced fibrosis. 

It is evident from the above description 
that Case 2 manifested many symptoms of 
the brothers described by Rohr,'® such as the 
bouts of fever, pains, pigmentation of 
the skin, hypersplenism, pancytopenia, 
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myeloid fibrosis, and lowered intelligence. 
The spleen as part of the lymphatic sys- 
tem, the ureteral and urethral strictures, 
and the aplastic anemia as a result of mye- 
loid fibrosis are of mesodermal origin. The 
defects, then, in his case are due to the 
involvement of both ectodermal and meso- 
dermal structures. 

The mildness of the main features of 
dyskeratosis congenita in Case 2 was over- 
balanced by the bouts of fever and pain, 
large liver and spleen, the aplastic anemia 
which proved to be a greater threat to his 
life than the carcinoma of the lips and 
anorectal mucosa in Case 1. 

Squamous-cell carcinoma and hypersplen- 
ism are two complications that affect these 
patients. Case 1, herein presented, died in 
1955, at 36 years of age, of squamous-cell 
carcinoma of the oral mucosa and of 
mucinous-cell carcinoma of the anal region. 
The patient of Cole f died in 1956, at age 
49, of carcinoma of the oral mucosa, and 
the patient of Costello and Buncke ' de- 
veloped squamous-cell carcinoma on _ the 
dorsal surface of the left hand with metas- 
tasis to the axilla at age 21. The other 
cases are either too young or were not re- 
ported as a follow-up, as the two brothers 
reported by Zinsser.™ 

Four patients had hypersplenism or 
showed evidence of it. Case 2 had hepato- 
megaly and splenomegaly. The patient of 
Cole 1® had changes in the bone marrow 
consistent with hypersplenism; the patient 
of Jansen’® had thrombocytopenia, with 
18,000 platelets, which the author felt might 
have been due to hypersplenism, and the 
patient of Bazex and Dupré revealed a seri- 
ous hemorrhagic purpura. These two authors 
state that “dyskeratosis congenita getting 
into the frame of the constitutional hemop- 
athy becomes one of the most serious 
genodermatoses.” In addition to the rarity 
of patients with this disease, the appar- 
ently high percentage of squamous-cell car- 
cinomas and hypersplenism gives an added 


{ Personal communication to the author. 
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DYSKERATOSIS CONGENITA 


importance to the syndrome of dyskerato- 
sis congenita. 


Summary and Conclusions 


A follow-up report is herein presented 
of ,two brothers who manifested the syn- 
drome of dyskeratosis congenita. The older 
brother died at the age of 36 of mucinous- 
cell carcinoma of the anal mucosa and of 
squamous-cell carcinoma of the oral mucosa. 
The younger brother died at the age of 33 
of aplastic anemia and uremia secondary to 
pyelonephritis. 

This syndrome belongs to the group of 
ectodermal defects especially related to 
pachyonychia congenita and epidermolysis 
bullosa. However, the younger brother 
(Case 2) displayed both ectodermal and 
mesodermal defects manifested by hyper- 
splenism, ureteral and urethral strictures, 
and aplastic anemia. He also revealed some 
symptoms related to Fanconi’s syndrome in 
adults. 

To the five cases originally reported five 
more were added. All of the 10 cases are 
males, and 6 of them are 3 pairs of brothers. 
Squamous-cell carcinoma occurred in three 
patients who could be followed for a pro- 
longed period of time. Hypersplenism oc- 
curred in four patients. 


In the syndrome here described, leukopla- 
kic patches on the lips should be destroyed 
early and extensively by electrosurgery. 
Similarly, leukoplakic patches in the ano- 
rectal mucosa, especially if associated with 
fissures and stenosis, should be surgically 
eradicated. 


The importance is stressed of the three 
cardinal features enumerated in the title of 
the article which a patient must manifest 
in order to be included as a case of the 
syndrome here under discussion. Two other 
patients with reticular hyperpigmentation of 
the skin and dystrophy of the nails but 
with no leukoplakia may perhaps be con- 
sidered as formes frustes types of this 
syndrome. 


Dr. Arthur H. Blakemore furnished the data 
4rom the Columbia-Presbyterian Medical Center, 


Garb 


and Mrs. Eleanor Moreland prepared the photo- 
graphs and photomicrographs. 
219 E. 19th St. 
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Correction 


In Table 1 of the article “Clinical Evaluation of Radiation Therapy in Psoriasis,” by Dr. 
Leonard C. Harber, in the May issue of The Archives (page 554), the X-ray dose is stated to 


have been 160 r. The dose administered was 100 r. 
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Electrophoretic Studies in Psoriasis 


DONALD S. SCHUSTER, M.D.; WALKER A. LEA Jr., M.D.; WALTER D. BLOCK, Ph.D., and 


ARTHUR C. CURTIS, M.D., Ann Arbor, Mich, 


Free-moving-boundary electrophoresis * 
has facilitated the study of serum protein 
in both normal and disease states.* In most 
disease states the electrophoretic pattern is 
nonspecific.* However, characteristic changes 
do exist in hemophilia,®> lupus erythema- 
tosus,® hypogammaglobulinemia, nephrosis, 
and multiple myeloma.* In primary familial 
systemic amyloidosis free-moving-boundary 
electrophoresis has revealed the presence of 
a subclinical serum protein aberration.’ 

It seemed possible that free-moving- 
boundary electrophoresis might detect a 
subclinical abnormality in the uninvolved 
members of a family in which clinical 
psoriasis was present. Since genetic factors 
are present in this disease,*:* electrophoretic 
abnormalities were sought in such persons. 


Methods 


A family, consisting of a mother, five children, 
and one grandchild, was selected for this study 
(Figure). A fasting blood specimen was drawn 
from each subject. Free-moving-boundary electro- 
phoresis was carried out in barbital (Veronal) 
buffer, at pH 8.6 and ionic strength 0.1y, according 
to the procedure described by Tiselius.* Serum 


Submitted for publication Feb. 12, 1958. 

From the Department of Dermatology and 
Syphilology, University of Michigan School of 
Medicine. 
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Cj NORMAL FEMALE 


m PSORIATIC FEMALE 


Family relationship of the seven subjects studied 
by free-moving-boundary electrophoresis. The 
only clinical abnormality which Subjects 1, 4, and 
7 exhibited was pitting of the fingernails. 


protein components were quantitated by the method 
of Tiselius and Kabat.? 


Experimental Data 


The results of the electrophoretic studies 
are recorded in the Table. No qualitative 
abnormality was found in any subject. Fur- 
ther, the total serum protein determinations, 
albumin-globulin ratio, albumin, and _ total 
globulins revealed no significant deviation. 
Six persons had normal globulin fractions. 
Subject 1 demonstrated a decreased a2-glob- 


Relative Quantitative Distribution of Serum Albumin and Globulin in Seven Members 
of a Family in Which Clinical Psoriasis Was Present 











Total Globulin, % 
Age, Protein Albumin, 
Subject we. Sex Gm./100 Ce. A/G Ratio % Total ai as B x 
Normal values 6.5-8.5 1.5-3.0 60-66 34-40 3.5-4.5 7-10 12-17 8-14 

1 62 F 7.13 1.52 60.3 39.7 4.4 5.2 20.8 9.3 

2 37 M 7.29 1.98 73.2 36.8 3.4 8.5 15.3 9.6 

3 30 F 7.52 1.46 59.4 40.6 3.5 8.7 15.0 13.4 

4 24 F 7.22 2.22 68.9 31.3 3.3 6.9 12.4 8.7 

5 20 M 7.06 2.14 68.1 31.9 3.6 7.0 12.7 8.6 

6 40 M 6.05 * 2.06 67.2 32.8 3.6 7.3 13.4 8.5 

Se e 7.07 ¢ 1.94 66.0 34.0 3.3 8.6 12.3 9.8 

7 10 F 7.20 1.96 61.2 38.8 3.9 9.2 13.3 12.4 





* Psoriasis in active state. 
t Psoriasis in remission. 
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ulin (5.2%) and an increased f-globulin 
(20.8% ). 

Two electrophoretic analyses were per- 
formed on Subject 6. The initial study was 
done while he was hospitalized for treat- 
ment of his psoriasis in a state of exacerba- 
tion. The later study was done when his 
disease was in remission. No significant 
changes were present in either study. 


Comment 


The propositus was the mother, who was 
62 years of age. The five children, three 
males and two females, ranged in age from 
20 to 40 years. The granddaughter, aged 
10 years, was the child of a psoriatic father, 
but there was no history of psoriasis in the 
child’s mother. 

The mother (Subject 1, Table) exhibited 
pitting of the fingernails. However, there 
was no history of skin lesions and none 
were demonstrable at the time of the exam- 
ination. She had atherosclerostic cardio- 
vascular disease. Two sons (Subjects 2 and 
6) and one daughter (Subject 3) had clinical 
psoriasis. One daughter (Subject 4) ex- 
hibited pitting of the fingernails but no other 
evidence of psoriasis. No demonstrable evi- 
dence of psoriasis was present in one son 
(Subject 5). The granddaughter (Subject 
7) had pitting of the fingernails but no 
other changes of psoriasis. 

The magnitude of the quantitative changes 
in the various protein fractions noted in the 
psoriatic subjects was not great enough to 
be considered significant. There was no 
consistent variation which suggested changes 
peculiar to psoriasis. The globulin fraction 
changes noted in Subject 1 were compatible 
with the atherosclerosis which was known 
to exist clinically. From the results obtained 
in Subject 6 it can be seen that there were 
no significant free-moving-boundary electro- 


714 


A.M.A. ARCHIVES OF DERMATOLOGY 


phoretic differences between clinically active 
psoriasis and psoriasis in a state of remis- 
sion, 


Summary 


From the data presented it is concluded 
that free-moving-boundary electrophoresis 
did not demonstrate serum protein abnormal- 
ities attributable to psoriasis. Furthermore, 
there was no correlation between the electro- 
phoretic findings and the clinical state of the 
disease. 


Department of Dermatology, University Hos- 
pital, University of Michigan. 
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Branchial Anomalies in Three Generations of One 


Family 


CLAYTON E. WHEELER, M.D.; RICHARD F. SHAW, Ph.D., and EDWARD P. CAWLEY, M.D., 


Charlottesville, Va. 


Developmental anomalies of the branchial 
apparatus appear as cysts, sinuses, and skin 
tabs containing cartilage.* These anomalies 
usually present on or near the skin surface 
in a line extending from a point anterior 
to the external ear to the anterior border 
of the sternomastoid muscle at the level of 
the angle of the mandible and thence along 
the anterior border of this muscle to a point 
near its attachment to the sternum.® In the 
following discussion, anomalies which are 
found near the ear will be excluded, and 
only the cysts, sinuses, and skin tabs which 
appear in the lateral portion of the neck will 
be considered. 

Branchial cysts may be found in the skin 
or pharyngeal mucosa or at any level be- 
tween these two structures.” They usually 
consist of encapsulated collections of fluid 
which is high in cholesterol, but the contents 
may at times be chiefly grumous material.":?* 
Cysts located near the skin are usually lined 
with stratified squamous epithelium, and in 
some cases there is an attempt to produce 
hair and sweat or sebaceous glands.*:517 
Cysts near the pharynx are usually lined 
with columnar epithelium, which may or 
may not be ciliated.** The epitheliai lining 
of the cyst is usually surrounded by a band 
of lymphoid tissue. Branchial sinuses are of 
three types: (1) blind internal ends with 
external openings, (2) blind external ends 
with internal openings, and (3) complete 
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fistulas with openings both internally and 
externally.° External portions of the 
sinuses are usually lined with stratified 
squamous epithelium, and the internal por- 
tions, with columnar epithelium; at some 
point along the tract, usually near the skin, 
the wall may contain cartilage. External 
openings of the sinuses occur along the an- 
terior border of the sternomastoid muscle 
at any level. Internal openings are most 
commonly seen near the tonsil, but in 
higher-placed sinuses the internal opening 
sometimes presents in the external auditory 
canal.?317 Skin tabs containing cartilage 
appear along the anterior border of the 
sternomastoid muscle and are occasionally 
associated with sinus tracts.1!-1® 


Branchial cysts, sinuses, and skin tabs 
are approximately equally represented in the 
two sexes. Cysts more commonly appear in 
the late teens or early adult life, but they 
may be present at birth or appear in middle 
life or beyond. Sinuses and skin tabs are 
usually present at birth.1! These three types 
of branchial anomaly are more often uni- 
lateral than bilateral.84® The commonest 
presenting complaint in regard to the cyst is 
the finding of a mass or swelling in the neck. 
Pain is a feature at times, especially if the 
cyst has become secondarily infected. The 
cyst is firm and fails to transilluminate in 
most instances.*1? The cystic swelling is 
frequently confused with a number of con- 
ditions, including tuberculous lymphadenitis, 
lymphoma, cystic hygroma, cervical lymphad- 
enitis, dermoid cyst, lipoma, neurofibroma, 
hemangioma, retropharyngeal abscess, and 
carotid body tumors.!%1?151618 The pre- 
senting cemplaints of branchial sinuses are 
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Fig. 1—Wall of a 
branchial cyst, showing 
stratified squamous epi- 
thelium and underlying 
lymphoid tissue. 


usually related to the discharge which ap- 
pears on the surface of the neck or in the 
pharynx.!* The discharge may have a foul 
odor or, in the case of internal openings, 
may give rise to a bad taste in the mouth. 
Sinuses with internal and external openings 
are at times large enough to allow the pas- 
sage of a knitting needle * or ureteral cathe- 
ter® from the internal opening in the 
pharnyx to the external opening on the skin, 
and liquids which are swallowed may ap- 
pear at the external opening. Probing of a 
sinus sometimes results in cough or slowing 
of the heart rate, because of stimulation of 
the vagus nerve.*® Branchial sinuses are 


most often confused with tuberculous si- , 


nuses and at times with sinuses of other 
origin. The diagnostic confusion caused 
by branchial cysts and sinuses is illustrated 
by the statement of Neel and Pemberton that 
the correct clinical diagnosis had been made 
in 181 of their 319 patients.’ 

A number of treatments for branchial 
cysts, sinuses, and skin tabs have been 
advised, but the consensus favors complete 
surgical excision as the treatment of 
choice.?*4:5.8:10,12,15,16,18 Surgical removal of 
deeply placed cysts and sinuses is not to be 
undertaken lightly, however, in view of the 
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complicated relationship of the anomalies to 
the many structures in the neck. Incon- 
spicuous. and essentially asymptomatic 
lesions may be left alone, but there is a 
rather high incidence of recurrent infections 
in the cysts and sinuses, which may compel 
surgical removal. Incision of the cyst ac- 
complishes nothing except the probable 
formation of a persistent draining sinus. 
Injection of sclerosing agents into such 
cysts and sinuses is deemed hazardous, and 
incomplete excision is often followed by 
recurrence. Simple excision of skin tabs 
usually suffices, but the occasional presence 
of an underlying sinus may complicate such 
treatment.!® Occasional examples of car- 
cinoma arising in the branchial remnants 
have been reported, but this risk appears to 
be minimal.* 

Although the occurrence of branchial 
cysts, sinuses, and skin tabs in several mem- 
bers of a family has been reported,**%13. 
15,16,20,22 there has been little recent dis- 
cussion of the genetic aspect of this problem, 
and there are a number of papers on the 
subject which do not mention the familial 
incidence of the disease. Our Case 2 (Mrs. 
X) had been told that she need not expect 
this disorder to be present in her offspring, 
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and when one of her children was born 
with the anomaly she was told that this was 
not supposed to occur. It seemed worth 
while, therefore, to report the following 
four cases, which occurred in three gener- 
ations of a single family. Cases 2, 3, and 
4 were observed by us. 


Report of Cases 


Case 1.—Mr. W, a white man not observed by 
us, was born with a draining sinus on each side 
of the neck. Because of the discomfort associated 
with the discharge and the wearing of collars, 
the patient had the sinuses excised. The procedure 
was apparently extensive, and the patient was re- 
ported to have had rather large scars on the neck 
bilaterally. 

Case 2.—Mrs. X, a daughter of Mr. W, was 
a white woman, aged 47, who was born with a 
draining sinus just anterior to the border of the 
right sternomastoid muscle at the junction of its 
lower and middle thirds. She had noticed a sticky 
discharge from the sinus opening throughout her 
life. The discharge had always been more profuse 
aiter eating, and there had never been swelling or 
pain. No studies have been done to determine 
whether an internal opening exists, but she has 
not been aware of such an opening. 





Fig. 2 (Case 2, Mrs X).—The arrow indicates 
the branchial sinus opening. 





Wheeler et al. 





Fig. 3 (Case 3, Miss Y).—The arrow shows 


the position of the branchial cyst. 


Case 3.—Miss Y, a 19-year-old daughter of 
Mrs. X, was born with a swelling anterior to the 
left sternomastoid muscle at the junction of the 
middle and lower thirds. The swelling, which 
measured 210.5 cm., had never become in- 
flamed or tender. 

CasE 4.—Miss Z, a 17-year-old daughter of 
Mrs. X, was born with bilateral sinus openings. 
The opening of the right sinus lay just anterior 
to the sternomastoid muscle near the clavicle, and 
the left opening was just anterior to the muscle 
near the junction of the middle and lower thirds. 
The sinus openings were 1 or 2 mm. in diameter. 
The sinuses have continued to discharge a small 
amount of sticky material, especially after exercise. 


Inheritance 


The pedigree of this family is shown 
in Figure 5. The presence or absence of 
branchial anomalies prior to the first gen- 
eration given is uncertain, and none of 
the three normal males of the first genera- 
tion produced offspring. All the siblings 
of affected persons are shown, and the per- 
son whose examination led to the discovery 
of the pedigree is indicated by the arrow. 
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Previous studies of branchial anomalies 
in the neck have indicated that most cases 
do not have a family history of the dis- 
order. The percentage with a positive family 
history varies according to the observer. 
The two largest series which mention a 
familial incidence of the disease are those 
of Fischer, who found 21 familial cases 
among 232,13 and of Neel and Pemberton, 
who found only 1 familial case in 319 pa- 
tients with the anomaly.!® Since the dis- 
order is a rare one, it is very unlikely that 
the familial cases represent only chance oc- 
currence of a nonhereditary condition in the 
same family. Where it is found to be 
familial, the disorder should probably, 
therefore, be regarded as inherited. The 
occurrence of affected persons in two or 
three generations of one family has been 
described in a limited number of cases. Al- 
though most of the reported pedigrees are 
incomplete, they suggest dominant inherit- 
ance. One of the criteria of simple dominant 
inheritance is that every affected person 
should have an affected parent. This holds 
for our pedigree and, with a few exceptions, 
for the other family histories in the litera- 
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Figure 5 


Fig. 4 (Case 4, Miss Z).—The arrows point to 
the branchial sinus openings. 

Fig. 5.—Pedigree of family with branchial cysts 
and sinuses. 


Figure 4 


ture. These few exceptions are probably 
due to incomplete penetrance and so are not 
incompatible with dominant inheritance. Our 
pedigree could be due to either a sex-linked 
dominant or an autosomal dominant. Au- 
tosomal inheritance would permit transmis- 
sion from father to son, but sex-linkage 
would not. The family histories given by 
Carp and Stout, Neel and Pemberton,’ 
and Lindgren™ show transmission from 
father to son and so support the interpreta- 
tion that branchial cysts, sinuses, and skin 
tabs are inherited as an autosomal dominant 
trait. 

Advice to patients about the heredity of 
the condition should depend upon the family 
history. When the family history is nega- 
tive, nothing can be said at present about the 
chances of occurrence of the anomaly in 
subsequent members of the family line. 
When the condition appears in more than 
one generation in the family, as in our 
cases, the condition may be attributed to 
dominant inheritance. Patients with such a 
family history of the disorder who desire 
the information should be told that children 
produced by affected persons have a 50% 
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chance of being affected (or slightly less, 
on account of incomplete penetrance). 


Summary 


3ranchial cysts and sinuses occurred in 
four members of three generations in one 
family. Study of the available genetic ma- 
terial indicates that when _ branchiogenic 
anomalies of the neck occur in several mem- 
bers of a single family the disorder is most 
likely inherited as an autosomal dominant 
trait. 


Denartment of Dermatology, University of Vir- 
ginia Hospital. 
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Clinical Notes, New Instruments and Techniques 


Drug Eruption Due to Fumagillin Complicated 


by Trichophytosis 


LT. PHILIP C. ANDERSON (MC), U. S. N. R., and COMDR. ROBERT L. FLECK (MC), U. S. N. 


Fumagillin is an antibiotic isolated by Hansen 
and Eble, in 1949, from Aspergillus fumigatus 
and later found to be amebicidal. When it is used 
in doses of 40-60 mg. a day for 10 to 14 days to 
treat human amebiasis, undesirable side-effects are 
seen in some patients. Headache, insomnia, nausea, 
tenesmus, vomiting, diarrhea, and some sensory 
defects are reported.~* The most usual dermato- 
logic reaction is a widespread maculopapular erup- 
tion, occasionally with an urticarial component, 
which usually appears by the 6th to 10th day of 
therapy and clears within a few days after the 
medication is stopped.°* When this reaction was 
severe, Radke® discontinued the drug for two days 
and was able to resume it without incident, which 
led him to call it a Jarisch-Herxheimer reaction 
rather than a drug eruption. 

The skin reaction with which this paper is 
concerned is a nonerythematous scaling of the 
palms and soles which follows a brief and often 
unnoticed phase of vesiculation. The vesicles are 
small and superficial, and pruritus is mild. The 
vesicles are scattered over the palm without group- 
ing, though there are fewer on the fingers, which 
may help distinguish a dyshidrosis. This reaction 
usually appears after the first week of treatment 
and before the drug is stopped. It may vanish 
within 48 hours or may last nearly two weeks, in 
our experience. Eight patients with the char- 
acteristic palmar scaling attributable to fumagillin 
were seen. 

Cultures of skin scrapings on Sabouraud’s agar 
were made in those cases which were severe or 
persistent while a bland hand cream was used. 
In two cases, mircoscopic examination of scrapings 
from the palms showed hyphal elements and 
typical Trichophyton rubrum was grown. Clini- 
cally, antifungal agents resulted in clearing of the 
reaction in both patients. 
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One of our cases was a physician, treated twice 
with fumagillin. On the first occasion both the 
widespread maculopapular eruption and the palmar 
scaling occurring, both subsiding promptly when 
the drug was stopped. With retreatment, only the 
scaling process returned and failed to clear. 
Trichophyton rubrum was cultured from _ both 
hands and feet. 

Neither patient noted skin changes prior to 
treatment for amebiasis. It is possible that a low- 
grade tinea pedis was overlooked, from which the 
palms, predisposed by the drug eruption, became 
infected. 


Summary 

Two different skin reactions noted during 
therapy with the amebicide fumagillin are de- 
scribed: a widespread maculopapular eruption and 
a marked scaling process of the hands and feet. 
Two cases of the scaling reaction which failed 
to clear as expected were found to have Tricho- 
phyton rubrum infections which responded to anti- 
fungal therapy. It is suggested that the scaling 
process is caused by the drug and may become 
secondarily infected by fungi. In such cases, when 
the process does not subside within two weeks, it 
is suggested that examination for fungi be made. 


U. S. Naval Dispensary, Navy Department, 


Washington 25, D. C. 
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JUNCTION NEVUS 


Junction Nevus with Spontaneous Clinical 


Disappearance 


MAX BRAITMAN, M.D., West New York, N. J. 


Junction nevus is a well-known entity. As de- 
scribed by Lever’ and Allen, it is a relatively flat 
or slightly raised smooth pigmented mark that is 
usually devoid of hairs. The color is of various 
shades: light brown, brownish-black, and, rarely, 
slate blue or bluish-black. Eller * states that it may 
be flint-colored or verrucous, exhibit abnormal 
hairy growth, and vary considerably in size; at 
times it is difficult to differentiate clinically from 
other types of nevi and neoplasms. 

Junction nevus is a possible forerunner of nevo- 
carcinoma. As stated by Allen,? about 12.5% of 
nevi in adults have a junctional component; only 
a small percentage of junction nevi change to 
malignant melanoma, but it is difficult to foretell 
which will become malignant. Most of them re- 
main unchanged and inactive, may regress, or even 
may develop into some other forms, such as intra- 
dermal nevus, compound nevus, or juvenile mela- 
noma. 

A patient, who was seen originally in May, 
1947, was a 45-year-old white woman who ex- 
hibited a lesion on the right side of the forehead, 
just below the hairline. It was a flat hairless pale- 
brown plaque with a slightly elevated border, oval 
in shape and about 1141 in. in size. The lesion 
had been present for many years. Only recently 
had she noticed an increase in size. A_ biopsy 
from the border was reported by Dr. Charles F. 
Sims as follows. 

The lower rete and basal-cell layer are filled 
with considerable pigment. Some of the cells are 
arranged in small groups. The corium reveals no 
noteworthy change. Diagnosis: nevus pigmen- 
tosus (early changes of junction type). 

The patient was seen by a group of derma- 
tologists at a conference. The majority opinion 
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was to do nothing about it, only to watch and 
wait. 

The patient was advised accordingly and re- 
ported at regular intervals for observation. How- 
ever, after a year she stopped coming and was not 
heard from further. 

In February, 1955, she came in because of 
dermatitis of the feet. In the course of examina- 
tion there was no sign of the nevus which had 
caused concern eight years before. At some time 
during the previous years, she was uncertain as to 
when, the area had progressively become paler 
and flatter and had finally disappeared. There 
had been no treatment. There was no remaining 
clinical evidence of its previous existence. The 
fine scar of the biopsy site was clearly visible. 

A search of the literature has not yielded re- 
ports of a similar occurrence, apart from Allen’s? 
note. Dr. Jack Wolf, in a personal communica- 
tion, stated that he was familiar with instances of 
such spontaneous disappearance. 


Summary 


A case is reported of the spontaneous clinical 
disappearance of a junction nevus. 


412 W. 60th St. 
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Exfoliative Dermatitis as a Complication of 


Chloroquine (Aralen) Therapy in Rheumatoid Arthritis 


LOUIS W. GRANIRER, M.D., Jamaica, Long Island, N. Y. 


Recently antimalarial drugs have been shown 
to produce beneficial effects in rheumatoid arth- 
ritis. The most widely publicized of these drugs 
is 7-chloro-4-(4-diethylamino-1-methylbutylamino) 
quinoline diphosphate, or chloroquine (Aralen). 
In toxicity studies reactions from chloroquine are 
reported as “mild” and to date have been transi- 
tory in nature, disappearing completely either on 
cessation or continuance of therapy with full or 
reduced dosage. Chloroquine is cumulative in 
action, and several weeks are required for it to 
exert the therapeutic effects. The usual dose is 
250 mg. daily as a single dose. At least 4 to 12 
weeks of therapy are required before the effects 
can be properly evaluated. Skin eruptions have 
been reported as generally mild.** 

The object of this paper is te report a more 
serious type of reaction to chloroquine manifested 
by severe purpura, edema, erythema, and exfolia- 
tive dermatitis. 


Report of a Case 


A 58-year-old woman was treated in our clinic 
for rheumatoid arthritis. She had had no medica- 
tion of any type for the preceding three months. 
Starting on Oct. 2, 1957, she took 1 tablet of 
chloroquine (250 mg.) daily. After taking 20 
tablets, she noted a feeling of warmth of the inner 
thighs and axillae. She had anorexia, chilis, and 
fever, 

Physical examination revealed an acutely ill 
patient with edema, generalized pruritus, petechiae, 
and a scaling dermatitis over the thighs and in- 
guinal region, which later involved the arms, 
hands, and feet. The face, thighs, and buttocks 
were diffusely swollen and erythematous. The 
arms, shoulders, and legs were covered with small 
petechial and purpuric areas. The remainder of 
the physical examination was not remarkable. The 
hemoglobin was 12.5 gm. per 100 ml.; the white 
blood cell count was 10,800, with a normal dif- 
ferential, and the platelet count was 225,000. The 
bleeding time was two minutes; Lee-White coagu- 
lation time was 18 minutes; the capillary fragility 
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Figure 1 


test was positive; clot retraction was complete in 
two hours, and the prothrombin time was 15 sec- 
onds for both patient and control. 

Because of the severity of the reaction, predni- 
sone, 5 mg. and_ chlorpheniramine (Chlor- 
Trimeton), 4 mg. three times a day, were 
prescribed. The scaling, erythema, and edema 
gradually cleared in two weeks. The capillary 
fragility gradually returned to normal. 
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Figure 2 


Comment 


The acute onset of purpura, dermatitis, edema, 
pruritus, and increased vascular permeability in 
this case was characteristic of an organ response 
to an allergic shock. It is possible that more 
serious complications might have occurred if the 
medication had not been discontinued. 


Summary and Conclusion 


A case of acute exfoliative dermatitis secondary 
to chloroquine (Aralen) therapy in rheumatoid 
arthritis is reported. There was no previous his- 
tory of dermatitis, allergy, or drug sensitivity. 
The dramatic onset of symptoms occurred 20 days 
after the onset of treatment with a single dose of 
250 mg. chloroquine daily. Patients receiving the 





Figure 4 








drug should be warned of possible severe skin 
reactions. 


90-36 149th St. 
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Report of a Case of Pachyonychia Congenita 


EDWARD W. KELLY Jr., M.D., Detroit, and HERMANN PINKUS, M.D., Monroe, Mich. 


The following case of pachyonychia congenita 
is presented because administration of high doses 
of vitamin A and local treatment based on the 
physiology of the nail growth resulted in con- 
siderable clinical improvement. 


Repori of a Case 


A 9-year-old Negro by had had deformed nails 
almost from birth and !ater developed lesions on 
the glabrous skin and is the mouth. All 20 nails 
on fingers and toes were similarly affected. The 
nail appeared thick, and it protruded beyond 
the tip of the digit. It was attached normally in the 
proximal and lateral grooves and was arched 
transversely. The surface was smooth and shiny, 
and close inspection revealed that the nail plate 
itself seemed to be normal in thickness and con- 
sistency. It was being pushed upward by hard 
keratinous material collecting under it, so that the 
distal two-thirds of the dorsal surface of the nail 
formed a 30 to 40 degree angle with the axis 
of the phalanx. Evulsion of a nail with the use of 
local anesthesia confirmed the impression gained 
by inspection and showed that the pathological 
keratinous material originated from the anterior 
half of the nail bed and formed an accretion to the 
ventral surface of the nail plate. Its proximal 
end was an arcuate line. On the knees, on the 
elbows, and around the waist there were follicular 
hyperkeratoses and larger warty or papillomatous 
papules. The oral lesions consisted of small areas 
of leukoplakia of the tongue. 

Family history was entirely negative. The boy 
was otherwise healthy, was of average intelligence, 
and could use his hands well, in spite of the de- 
formed nails. These, however, were easily trau- 
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matized, and paronychial infection had resulted in 
loss of individual nails repeatedly. 

Histologic Examination and Treatment.—Several 
evulsed nails were examined in longitudinal and 
transverse sections. These examinations confirmed 
the impression that the nail plate and its main 
proximal matrix are normal. Abnormal features 
are confined to the part of the nail bed known as 
terminal matrix. In the normal human digit this 
area produces a limited amount of keratin that is 
added to the ventral surface of the nail in its distal 
portion and assures tight adhesion between nail 
and bed at the free end. Actually, there are two 
zones in the termina! matrix. The more proximal 
part forms what Lewis? recently has termed the 
“ventral nail.” This is a thin layer of keratin 
which is formed without the intermediate stage 
of a granular layer and in this respect resembles 
the nail substance with which it becomes intimately 
fused. A more distal zone forms loose keratin, 
which accumulates under the free end of the nail. 
Because it corresponds to an important component 
of the equine hoof, this keratin is often called 
“horn of the sole.”* In our patient the matrix of 
the ventral nail produces a large amount of keratin 
that contains lake-like spaces of coagulated 
amorphous material and remnants of the elongated 
papillae and capillaries of the underlying corium. 
Based on these findings, treatment was started with 
oral ingestion of vitamin A * and the local applica- 
tion of vitamin A ointment to beds of nails that 
had fallen off spontaneously or had been removed 
surgically. Later vitamin A was administered in 
the form of buccal tablets (100,000 units daily). 
The parents were instructed to scrape the nail 
bed and to apply the ointment two times daily. A 
rubber finger stall was used to keep the ointment 
in constant contact with the nail bed. Under this 
regimen the skin lesions flattened and disappeared 
almost completely and the lost nails began to 


* Material supplied by Dome Chemicals, Inc. 
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Fig. 1.—Patient’s con- 
dition before treatment. 
Papillomatous lesions 
about elbows and waist. 
Distal portion of nails 
elevated and _ thickened. 
Nail of right small 





finger lost through 
trauma and paronychia. 


Fig. 2.—Cross section through distal portion of 
a nail that had been shes spontaneously after 
trauma and paronychial inflammation. On the right 
side, the nail plate proper is separated from the 
hypertrophic and pathological ventral nail by 
hemorrhage (dark streak). At the left, both por- 


tions are fused. The structure of the ventral nail 
preserves in exaggerate form the pattern of 
papillae and epithelial ridges characteristic of the 
distal matrix. 

Fig. 3.—Condition of sighs second to fourth 
digits seven months after the nail of the middle 
finger had been evuised. The nail of the index had 
been lost through trauma and infection. Vitamin 
A-containing ointment had been rubbed on the de- 
nuded nail beds while the nails regrew. The patient 
also had taken vitamin A by mouth. 


Figure 3 








regrow in much more normal fashion. When 
treatment was interrupted because of uncoopera- 
tiveness of the parents, the original condition re- 
curred, only to improve again when therapy was 
resumed. 


Comment 


Vitamin A was recommended in the treatment 
of pachyonychia congenita by Wright and 
Guequierre,* among others. The antikeratinizing 
effect of vitamin A treatment has been well 
established by clinical and experimental studies. It 
has been suggested that the local effect is a specific 
chemical one and is independent of the general 
metabolic action of the vitamin (Flesch).* In our 
case recognition that the abnormal keratinization 
is taking place in the terminal rather than in the 
proximal matrix of the nail suggested a rationale 
for treating this area locally. The attempt was 
effective, though not entirely practical, as it re- 
quired constant cooperation of the patient. One 
might consider the possibility, however, that ex- 
cision or complete destruction of the terminal 
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matrix may afford more permanent relief to these 
patients without the necessity of amputating the 
entire distal phalanx, as has been done in some 
cases. 


309 Rosedale Court (2). 
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JOHN M. KNOX, M.D., and WILLIAM F. SPILLER, M.D., Houston, Texas 


The term “eccrine poroma” was used by Her- 
mann Pinkus et al.* to describe a solitary tumor 
occurring on the foot and manifesting a specific 
histologic appearance. Five cases were included 
in the original article. This is a report of two 
additional cases that fulfill the criteria of eccrine 
poroma. The presentation of the first clinical 
photograph will add emphasis to the diagnostic 
features of this disease. 

These solitary tumors occur on the nonhairy 
surfaces of the feet. They vary in size from 2 to 
12 mm. in diameter and are raised, papular, or 
nodular lesions that may resemble a papilloma, 
wart, pyogenic granuloma, fibroma, or amelanotic 
melanoma. The lesions are skin-colored to slightly 
erythematous in appearance, elevated, sharply cir- 
cumscribed, well defined clinically, and asympto- 
matic, 

Histologically, this lesion falls into a subgroup 
of the benign solid hidradenomas. The normal 
epidermis is partly replaced by a massive hyper- 
plasia of epithelial cells of a slightly smaller cell 
type, which apparently are of sweat duct origin. 
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These cells are uniform in size and shape and 
contain round or oval nuclei with dispersed 
chromatin. Intercellular bridges are well developed. 
Clefts or lacunae, suggestive of sweat glands, are 
usually found within the proliferating cellular 


Fig. 1.—Clinical photograph of Case 2. 
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ECCRINE POROMA 


masses. Melanin is usually absent in the tumor 
cells. In the stroma there is a rather pronounced 
vascular hyperplasia. Basal-cell epithelioma and 
seborrheic keratosis are to be considered in the 
differential diagnosis. It should be emphasized 
that eccrine poroma is easily mistaken for basal- 
cell epithelioma. 


Report of Cases 


CasE 1.—A 45-year-old white woman was seen 
on Jan. 13, 1956, with a firm, raised, sharply 
circumscribed, flesh-colored to slightly red, rounded 
tumor, approximately 1 cm. in diameter, on the 
plantar surface of the left first toe. It appeared 
to be protruding from a shallow, cup-shaped 
invagination of the surrounding keratin. The raised 
surface was flat. This growth had been present 
for about one year and had grown for the first 
few months but had remained stationary for six 
months prior to the first examination. The lesion 
was slightly tender, probably from the pressure 
of walking on it. Clinical diagnosis was granuloma 
pyogenicum, although, on curettage, the growth 
tended to peel off in one piece and did not feel as 
soft and friable as the usual granuloma pyo- 
genicum. It did not extend into the subcutaneous 
tissue. The tumor was removed by curettage, and 
its base was electrodesiccated. Healing was rapid, 
leaving little scarring, and there has been no 
recurrence after one and one-half years. 


Fig. 2.—Case 1. 






— 


Knox—S piller 


Microscopic Examination of Case 1—There was 
moderate hyperkeratosis with an occasional area 
of parakeratosis. The granular cell layer was within 
the limits of norsal. The superficial Malpighian 
layer was composed of normal prickle cells. 
Deeper in the section, the normal epidermis was 
replaced by a massive proliferation of cords of 
epithelial cells of 2 smaller type than the usual 
prickle ceili. 7T).e. sppeared to have joined the 
epidermis bu! + ..us2ca somewhat distinct from it. 
The nuclei of these cells were smail and round or 
oval, and chromatin was dispersed. Intercellular 
bridges were present. These proliferating cells 
appeared to be benign in nature and resembled cells 
of sweat duct epithelium. They did not appear to 
be the cells of a basal-cell epithelioma or seborrheic 
keratosis. Although not a prominent feature, a few 
clefts or lacunae were seen. The stroma was 
vascular. Histological diagnosis, confirmed by Dr. 
Hermann Pinkus, was eccrine poroma. 

Case 2.—A 40-year-old Negro woman was seen 
on July 10, 1957, with a raised, rounded growth, 
1 cm. in diameter, on the plantar surface of the 
right foot at its lateral edge. This had been 
present for nine months and was asymptomatic. 
It was sharply demarcated from the surrounding 
skin and seemed to be growing out of a shallow 
depression. The surface was smooth and hyper- 
pigmented, with a small erosion in one area. On 
the basis of the clinical similarity to our first case, 


Fig. 3.—Case 1. 
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Fig. 4—Case 2. 


the tentative diagnosis was eccrine poroma, which 
was confirmed by findings on biopsy. Dr. Hermann 
Pinkus concurred with this diagnosis. The lesion 
was removed by curettage and electrodesiccation of 
its base. The wound healed well, and there has 
been no recurrence. 

Microscopic Examination. of Case 2.—There was 
a moderate hyperkeratosis overlying an acanthotic 
Malpighian layer. Superficially, the acanthosis was 
composed of normal-appearing prickle cells. The 
deeper, proliferating portion of this process was 
composed of cells of an unusual type, which stained 
as epithelial cells and manifested well-developed 
prickles. They were uniform in size, shape, and 
staining characteristics, and the nuclei were round, 
with dispersed chromatin. These proliferating cells 
resembled those of the epithelium of sweat ducts. 
An occasional cleft, or lacuna, was noted. Except 
for being very vascular, the stroma manifested no 
significant abnormalities. Although the overall ap- 
pearance of this tumor suggested a_ basal-cell 
epithelioma or a seborrheic keratosis, these cells 
did not appear to be of the basal-cell type. In- 
vasive phenomena were absent, and there was no 
evidence to suggest malignancy. 


Comment 


Both of these cases fulfill the clinical and histo- 
pathologic criteria for the diagnosis of eccrine 
poroma. The clinical diagnosis of the first case 
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Fig. 5.—Case 2. 


was pyogenic granuloma; however, the lesion was 
atypical and unusual. The histologic picture sug- 
gested the possibility of this lesion being an eccrine 
poroma; therefore, histological consultation was 
requested of Dr. Hermann Pinkus, who concurred 
in the diagnosis of eccrine poroma. The second 
case so closely resembled the first that the diagnosis 
of eccrine poroma was made clinically and a 
photograph was made of the patient. 

A striking clinical feature in these two cases 
was the presence of a shallow, cup-shaped, epi- 
dermal invagination from which the tumors pro- 
truded (Fig. 6). The increased vascularity of the 
surface of these tumors was also impressive. 

To date, all of the cases reported have occurred 
on the feet ; however, there appears to be no reason 


Tumor 


Epidermal 


Epidermal 
Surface 


Depression 





Figure 6 
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why these lesions could not develop on other areas, 
stich as the palms, where sweat ducts are numerous. 

Histochemically, the proliferatiny cells have been 
shown to contain glycogen, and this feature may 
assist in differentiating eccrine poroma from basal- 
cell epitheliomas and seborrheic keratoses, with 
which they are most likely to be confused. 
Dr. Pinkus’ cases, melanin was not present in the 
tumor cells. Our second case, however, occurred 
in a Negro, and melanin was found superficially 
in the tumor cells. These two cases were cured by 
curettage and electrodesiccation. The benignity of 
this condition should be emphasized so that radical 
procedures will be avoided. 


In 


2 


Summary 


Two additional cases of eccrine poroma are re- 
ported. 

The clinical and histologic features of eccrine- 
poroma are reviewed. 

The first clinical photograph is presented. 

Eccrine poroma represents a benign tumor that 
can be diagnosed both clinically and histologically. 


Department of Dermatology, Baylor University 
College of Medicine. 
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Unusual Skin Eruption of Unknown Etiology 


HOWARD HAILEY, M.D., Atlanta 


This report is of an unusual skin eruption which 
has precluded a fitting diagnosis up to the present 
time. Fourteen pathologists have examined ‘he 
slides and have seen the pictures of the eruption. 
An additional 8 or 10 dermatologists have seen 
the pictures or the patient. No two dermato- 
histopathologists have offered the same suggested 
tentative diagnosis. 


Report of a Case 


A white boy aged 14 first came to the office on 
May 12, 1956. The mother accompanied the boy 
and said that she brought him because of his 
“ringworms,” which he had had for about three 
years. The eruption began on the forearm and 
has progressed. Various remedies have been used 
to no avail. There are no subjective symptoms. 
The eruption is symmetrical. The areas involved 
are the sides of the face and neck, the forearms, 
the elbow regions, and the knee regions. The 
eruption is papular and is arranged in circles and 
arciform patterns. The papules are pinkish to red 
in color and are small- to large-pinhead-sized. 
Many papules are covered with a dry white scale. 
The eruption spreads in a serpiginous fashion. 
Stippled scarring follows the healing of the les- 
ions. 
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In addition to the eruption just described, the 
patient has seborrheic dermatitis involving the 
scalp, eyelids, ears, nose, face, and chin which 
at times is severe. He also has keratosis pilaris 
and spinulosus. The skin of his hands and feet is 
hyperkeratotic and is somewhat pigmented on the 
dorsal surfaces. The possibility of drug eruption 
has been eliminated. 

The patient is one of nine children. The mother 
had three miscarriages. The Kahn blood tests of 
the mother and father were negative. The patient 
has a congenital cataract which was recognized 
years ago. 

Repeated cultures for fungi have been negative. 
After negative cultures, Dr. Lucille K. George, 
mycologist with the Public Health Service, said 
that she believed that fungous infection was 
eliminated. 


Fig. 1—Lesions of both forearms, May 23, 1956. 














Fig. 3--Chones ~~ a of lesions of ‘the right 
forearm, May 23, 1956. 


An ophthalmologist reported that there was no 
evidence of vitamin A deficiency. 

Blood studies were not obtainable. The patient 
is mentally retarded and is very difficult to handle. 
Force and a general anesthetic were decided 
against as being too risky, since it was so im- 
probable that helpful information could be ob- 
tained. 

Biopsies were made on May 25, 
July 11, 1956. 

The opinions of those dermatologists who have 
examined the slides are so variable that it would 
not be practical to record them in the scope of 
this paper. A letter from the late Fred Weidman 
discussed the pathology at length. “I came out 
with Lut Hitl except recognition of a verrucous 
and hyperkeratotic lesion that was free from any 
important inflammatory infiltrate or evidence of 
malignant basis. It appeared to be a wholly hyper- 
plastic (versus inflammatory) process. Frankly, 
I am afraid that everything falls down in my 
attempts at diagnosis, and if I were to be shot at 


1956, and on 


Fig. 4—Low-power magnification of biopsy 
specimen taken on May 25, 1956. 
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medioposterior view, 


Fig. 3.—Right forearm, 
May 23, 1956. 


sunset unless I said something positive I would 
murmur ‘verrucous nevus (order of linear nevus, 
but zonal).’ So there you are. Sorry not to be 
able to do better by you, and am returning your 
slide to you separately,—in disgust.” 

Lichen planus, psoriasis, tertiary syphilis, 
granuloma annulare, porokeratosis, pityriasis rubra 
pilaris, and erythema elevatum diutinum are 
among the conditions which have been considered 
in an attempt to arrive at a diagnosis. None of 
these conditions is supported by the clinical and 
histologic findings. 

When the patient was first seen, a mixture of 
bacitracin and neomycin sulfate (Bacimycin) was 
used on the lesions on left arm. Later a cream 
containing hydrocortisone, calamine, ethyl amino- 
benzoate, and hexylated metacresol in a scented, 
water-washable flesh-tone bland base (Hydrobalm 
Topical Cream) was used on one arm and one leg. 
Improvement was questionable. The boy took a 
long trip and fell asleep on the floor of a truck. 
His sleeves were rolled up. He lay on his left 


Fig. 5.—High-power magnification of Figure 4. 
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Fig. 6—Low-power 
specimen taken on July 27, 1956. 


magnification of 


Fig. 7—High-power magnification of Figure 6. 


side, with right arm exposed to the sun. He had 
a sunburn following that exposure. Improvement 
of the eruption followed the sunburn. He was 
given weekly exposures, which’ have now extended 
for a period of 10 months, of cold-quartz therapy 
over the right arm. In addition he has received 
multiple vitamins. Improvement has followed the 
quartz-light therapy. During the past month the 
vitamins have been supplemented by large doses 
of vitamin A. There has been no material increase 
in the rate of his improvement since vitamin doses 
have been increased. 


Conclusion 


is re- 
Healing is 


A skin disease with unusual features 
corded. The etiology is not known. 


Hailey 
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biopsy 








Figure 7 
slowly taking place and is apparently aided by 
use of cold-quartz therapy and possibly of vita- 
mins. The patient’s mental state has remained 
unchanged. The rapid increase in weight speaks 
March 15, 1957, his 
weight was 193 lb. He is 15 years old. 


Suite 107, Doctors Building, 478 Peachtree St., 
N. E. 


against malnutrition. On 


Addendum 
Improvement has continued and when he was 


last seen Feb, 21, 1958, only a few scattered papu- 
lar lesions remain. Scarring is present. 
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Dermatitis of the Fingers from Rosary Beads 


ALBERT RUBIN, M.D., Hartford, Conn. 


Millions of people handle rosary beads con- 
stantly, but to my knowledge there have been no 
reports of dermatitis resulting from this practice. 

A 36-year-old white woman first noted a rash 
on the index finger and thumb of her right hand 
about two months ago. This rash was well- 
marginated and involved the terminal joint section 
of the palmar-lateral part of the right index 
finger and the palmar tip of the right thumb. 
Within a few weeks, the patient developed a similar 
eruption on the same areas of the left hand. The 
eruption remained more marked on the right hand. 
The skin of the involved areas itched, burned, felt 
hot, split, and bled. The patient was advised to 
wear rubber gloves when using her hands and to 
avoid the use of soap and water, and she was 
given a variety of local medications, with only 
slight benefit. 

The picture was that of contact dermatitis, but 
the contactant was not discovered for some time. 
It was only after the patient discontinued using 


Submitted for publication Dec. 17, 1957. 


her rosary beads that the condition cleared. She 
gave the following history: Every night she would 
hold her rosary in her right hand, with the beads 
over the index finger, and roll them with her 
thumb. Occasionally, she would shift hands, having 
the beads hang over the index finger of the left 
hand and rolling them with the left thumb. For 
years she had owned glass beads and had never 
had any trouble. About two months before, her 
rosary string broke, and her husband presented 
her with one made of olive wood and imported 
from Italy. This is my only way of identifying 
the material, but I was told subsequently, by a 
dealer in religious items, that usually the wood was 
lacquered with plastic material. In any case, 
shortly after she began to use this rosary her 
fingers developed the dermatitis described above. 
Two nights after she discontinued using the 
wooden beads, her fingers showed considerable 
improvement, and by the end of a week, the 
dermatitis had entirely cleared. 
242 Trumbull St. (3). 


Treatment of Port-Wine Hemangiomas by 


Electrodesiccation 


MAJOR DARL E. VANDER PLOEG (MC), U. S. Army 


Patients with port-wine marks are often told 
by the physician that there is no successful treat- 
ment for this condition. This type of lesion is 
usually not responsive to x-rays, radium therapy, 
or cryotherapy. After observing such a case treated 
by Lincoln * with electrodesiccation, I have treated 
an additional four cases by this method, all of 
whom have shown considerable improvement in 
cosmetic appearance. This report concerns the 
method of treatment, and case reports of two of 
these adult patients are given. 


Method 


A solution of 1% lidocaine (Xylocaine) hydro- 
chloride is injected beneath the area to be treated. 


Received for publication Dec. 20, 1957. 
* Lincoln, C. S., Jr.: Personal communication to 
the author. 
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The power control of the Bovie electrosurgical unit 
which I employ is turned to between 40 and 60, 
depending on the thickness of the lesion. The 
needle is moved slowly and evenly over the lesion, 
allowing a good spark between the needle and the 
skin surface. The desiccated skin is rubbed away 
with a dry gauze sponge, leaving a purple-brown, 
essentially bloodless field. The electrodesiccation 
is repeated until the purple color becomes less 
marked. Bleeding is slight or absent after the 
procedure. Crusting occurs between 24 and 4 
hours; during the next few days the patient is 
advised to treat the area frequently with aluminum 
acetate (Burrow’s) solution compresses and neo- 
mycin ointment. 

It has been my policy to treat a small test area 
initially and then wait six weeks. This is to 
estimate the degree of expected improvement and 
observe whether there is a keloid tendency. | 
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TREATMENT OF PORT-WINE HEMANGIOMAS 





Fig. 1 (Case 1).—Before treatment. 


usually do not treat over 4 or 5 sq. in. of lesion 
at one time. 


Report of Cases 


Case 1.—A 35-year-old white man gave a history 
of a port-wine mark on the right side of the face, 
present since birth. The lesion was dark red-purple 
in color and involved the right cheek, right infra- 
orbital area, right upper lip, and right side of 
the nose. The lesion varied in thickness but for 
the most part was elevated above the surrounding 
skin. The maximum elevation was present over 
the right cheek. Previous treatment had included 
therapy with solidified carbon dioxide (Dry Ice), 
with no success. In April, 1956, a small test area 
was treated by electrodesiccation as outlined above ; 
the area healed satisfactorily, with no evidence 
of keloid formation. The remaining portion of 


Fig. 3 (Case 2).—Before treatment. 


Fig. 4 (Case 2).—One year after treatment. 


Figure 3 
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Fig. 2 (Case 1).—Sixteen months atter treat- 
ment. 


the lesion was treated during June and July, 1956. 
Considerable improvement in the cosmetic appear- 
ance was noted after treatment. In July, 1957, 
the right cheek was treated with dermabrasion, and 
the treatment resulted in a slightly smoother ap- 
pearance but little, if any, additional fading of the 
color. The central area of the cheek is now pink 
in color, whereas the other treated sites are 
essentially normal skin color. There has been no 
evidence of keloid formation; the skin of the 
treated areas is soft and compares in texture with 
that of the left side of the face. 

Case 2.—A 37-year-old white man gave a :story 
of a port-wine mark on the face present since 
birth. This lesion involved the left side of the nose, 
left inner canthus, left infraorbital area, and 1 sq. 
in. lesion on the upper left cheek. The lesion was 
purple in color and elevated slightly above the 


Figure 4 
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normal skin. Previous treatment had included 
radium therapy and cryotherapy, with no improve- 
ment. In August, 1956, the single lesion on the left 
cheek was treated by electrodesiccation; in October, 
1956, the remaining areas were treated. The treated 
sites are now nearly the same color and texture 
as the surrounding skin. There is no evidence of 
keloid formation. 


Comments and Summary 


The method of treating hypertrophic port-wine 
hemangiomas by electrodesiccation is discussed. 
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Two cases in adults showing results of treatment 
are presented. 

Two additional cases of port wine lesions of 
the face have been treated by this method, with 
similar improvement. 

There has been no evidence of keloid formation 
in the treated cases. 

Although improvement in the cosmetic result is 
not 100%, the improvement in the morale of the 
treated patients has been remarkable. 


Madigan Army Hospital, Tacoma, Wash. 
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The New, Newer, and Newest 











Trends 


Medical specialists in 1968 will have an income of $100,000, according to economist Dexter 
M. Keezer! The National Society for Medical Research is planning a Conference To End 
Confusion—and in England, according to reports, there is now a Society for Negative Research. 
Landauer, whose article on “Current Philosophy Regarding Radiation Hazard” appeared in a 
recent ARCHIVES, received an unusual number of requests for reprints, indicative of something, 
surely. British dermatologists have been cautioned to look for a return of scabies. Government 
grants for research seem, lately, to be directed more and more to private industry than to 
medical schools. Does the recent rash of talks on morphology (a new book is devoted to it) 
represent a last gasp? 





The Review of Medical and Veterinary Mycology, now in its 15th year, will hereafter be 
published quarterly instead of semiannually. It contains summaries, in English, of all important 
papers from the world literature bearing on mycotic infections in man and animals. Wally 
Wilson, with real concern, urges support of the journal, for “it is a well done labor of love 
by a few dedicated men in London.” The subscription, $3.50, should be directed to Common- 
wealth Mycological Institute, Ferry Lane, Kew, Surrey, England. 

Another new Latin American journal has just been launched: the Dermatologia V enezolana, 
printed in Caracas. The first issue, January, 1958, was excellent. 


It wasn’t until after the excellent satirical article “Dermolympics,’ (A. M. A. ARcH. 
DerMat., April, 1958) had gone to press that we learned the author’s name. He is William 
M. George, of Walnut Creek, Calif. 

On Rostrums Here and There 

The 1958 Annual Convention of the Medical Society of the State of New York, May 12-16, 
New York City, was well represented by dermatology. J. Lowry Miller, the Chairman of the 
Section on Dermatology, will speak on the Biologic False-Positive Reaction; Anthony Cipollaro, 
on the Measurement of Gonadal Radiation During Treatraent of Tineas Capitis, discussed by 
Earle Osborne; Alexander Young Jr., on the Dermatogeriatric Service in a Hospital Home, 
discussed by Leslie Barker; John Lamb, on Polymorphic Light Sensitive Eruptions, followed, 
in a panel discussion, by Meyer Slatkin, Joseph Hallet, Bertram Shaffer, and Frances Pascher— 
in New York, it seems the ladies have the last word. Other sections of the same meeting will 
be addressed by Jules Vandow, on Antimicrobial Therapy of Syphilis; Frederick Reiss, Anti- 
microbial Therapy of Mycotic Infections; John Strauss, of Boston, on Relationship of Atopic 
Allergy and Dermatitis, discussed by Marion Sulzberger, and Arthur Grace, panelist on the 
Role of Infection in Allergic Diseases. 

Elsewhere-——Sam Zakon, for American College of Allergists, Atlantic City, N. J., April 26, 
on Contributions of Dermatology to Allergy; Cleveland White, for American Association of 
Railway Surgeons, Chicago, April 18, on a New Treatment of Onychomycosis, and “Hammie” 
Montgomery, for Chicago Medical Society Annual Clinical Conference, March 5, on Nevi and 
Melanoma. 











Meetings 


The Sixth International Congresses on Tropical Medicine and Malaria will be held in 
Lisbon, Sept. 5-13, 1958. 

The 10th Anniversary Assembly of World Health Organization met in Minneapolis, May 
26, 1958. 

The American Physicians Fellowship, Inc., is sponsoring a tour to Tel Aviv for the Fourth 
World Medical Assembly of the Israel Medical Association, Aug. 12-24, 1958. 

The fall meeting of the Minnesota Dermatological Society will be held in Rochester, Minn., 
on two days, Saturday and Sunday, Sept. 6 and 7, 1958. There will be a program of lectures 
on the morning of the first day and a dermatological clinic on the second. This will be the 
occasion of the Second O’Leary Memorial Lecture, to be given by Dr. Donald M. Pillsbury, of 
Philadelphia. For further information and reservations, please communicate with Dr. Harold 
O. Perry, Mayo Clinic, Rochester, Minn. 


In the past decade, the pharmaceutical industry has introduced 3686 products, one new 
pharmaceutical per day for 10 years. . . . Whatever became of spleen liquid? 





H. R. 








Obituaries 


ADOLPH H. CONRAD SR., M.D. 
1884-1958 





















We mourn the passing of a physician, a kindly courteous gentleman whose 
whole purpose in his professional life was the welfare of those who sought his aid. 

Dr. Adolph Henry Conrad Sr. died on Jan. 1, 1958, after a lingering illness 
which he endured with equanimity and with a cheerfulness that was an inspiration 
to his family and friends. The loss of his beloved wife just a few months before 
his passing undoubtedly contributed to his willingness to accept his fate. Un- 
complaining to the end, he died peacefully in his sleep. 

Dr. Conrad was a graduate of St. Louis University in 1906, and after a year 
of general internship at the St. Louis City Hospital, he did general practice for 
a few years while working in the skin clinics and taking his training under Drs. 
Engman and Mook at the Barnard Free Skin and Cancer Hospital and at the 
Washington University School of Medicine. At the time of his retirement from 
scholastic and clinical work he was honored by Washington University with his 
appointment as Associate Professor Emeritus of Clinical Dermatology. He was 
honored on Dec. 18, 1956, by the St. Louis Medical Society for fifty years of 
service to the community, and he received their gold pin emblematic of this 
service. 





ADOLPH H. CONRAD SR., M.D. 
1884-1958 
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OBITUARIES 


Dolph Conrad was not a prolific writer, but he was an organizer and executive 
of the highest order. For many years and during two world wars he was the 
“spark plug” of two outstanding clinics, the Barnard Free Skin and Cancer 
Hospital and the Washington /University School of Medicine in St. Louis. During 
the first world war he organized and directed the crowded syphilis clinic at 
Washington University School of Medicine. To the two large skin clinics at 
those institutions, as well as to the clinics at the Jewish Hospital and St. Luke’s 
Hospital, he also gave generousiy of his time and talent. 

He was the author and co-author of several articles of merit, but he will best 
be remembered by dermatologists for the clinic given at the first annual meeting 
of the American Academy of Dermatology, which took place in St. Louis. He 
was the organizer of that clinic, and those who were fortunate enough to attend 
the meeting will recall not only the interesting patients exhibited but also the 
opportunity afforded to over four hundred dermatologists to thoroughly examine 
and discuss fifty interesting and instructive examples of skin diseases. 

Dr. Conrad was an outstanding teacher. His classes in dermatology at the 
Washington University School of Medicine were always well attended, and he 
was noted for the practical manner in which he discussed skin diseases and 
directed their treatment. His therapeutic methods were excellent. He was not 
one to rush into new methods of treatment without thorough study and evaluation. 


Dr. Conrad and I were associated in practice for over forty years. Never in 
all those years did we have any quarrels or disagreements of any consequence. 
He was a delightful companion, a champion of the unfortunate, a therapeutist 
of extraordinary skill, a consultant whose opinion could always be trusted. His 
son, Adolph Jr., and I will sorely miss his wise counsel and judgment. 

Dolph Conrad was a 33d degree Mason and a member of the local and national 
medical associations as well as a Fellow of the American Academy of Derma- 
tology and a member of the St. Louis Dermatological Society. He had been 
active on one of the committees of the American Academy and was an officer 
of the St. Louis Dermatological Society for several years. He was active in the 
Contemporary Club and was a member of the First Presbyterian Church. 

His son and three beautiful granddaughters survive him, and they, with 
Evelyn (his daughter-in-law), will always cherish the memory of such a father 
and grandfather. 

He lived a long and useful life. He was beloved by his patients and associates. 
He helped the suffering and was charitable to the needy. No better epitaph can 
man have than that. 

RicHarD S. Wetss, M.D. 
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MAURICE J. STRAUSS, M.D. 
1893-1958 


Dr. Maurice J. Strauss died on Feb. 2, 1958, after a long illness. He was 
a distinguished dermatologist and teacher, a good friend, and a devoted husband 
and father, and his passing is a great loss. 

Dr. Strauss, known to his friends as Maury, was born in New Haven, Conn., 
Jan. 3, 1893, the son of Jacob Strauss and Theresia Herrman. He received his 
B.A. from Yale University, in 1914, and his M.D. from the Columbia University 
College of Physicians and Surgeons, in 1917. In 1923 he married Carolyn 
Ullman. Their son, John Steinert Strauss, is a dermatologist of promise. 

Maury had a rapid rise in the dermatologic firmament, having begun at the 
bottom of the ladder as Clinical Assistant in Dermatology and Syphilology at 
the New York Post-Graduate Hospital and Medical School in 1927, a position 
he held until 1929. From 1929 to 1932 he was Associate Attending Dermatologist 
to the Dispensary of that institution. In June, 1932, he began his career at Yale 
University School of Medicine as Assistant Clinical Professor of Dermatology, 
and in 1943 he became Clinical Professor of Dermatology, a position he retained 
until 1955, when he was made Clinical Professor Emeritus of Dermatology. He 
held numerous hospital appointments, the chief of which were Attending Physi- 
cian in Dermatology, New Haven Hospital and Dispensary, 1932-1937, and 





MAURICE J. STRAUSS, M.D. 


1893-1958 
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Attending Dermatologist to the Grace Hospital, from 1928. He was the Director 
of the New Haven Municipal Venereal Disease Clinic from 1920 to 1945 and 
consultant to a number of hospitals in the environs of New Haven. He was a 
member and officer of numerous societies, including New Haven Medical Asso- 
ciation, Vice-President, 1940, and President, 1941; New Haven County Medical 
Association; Connecticut State Medical Society; Section on Dermatology and 
Syphilology of the Connecticut State Medical Society, Chairman, 1937; American 
Medical Association; New England Dermatological Society, Vice-President, 1951, 
and President, 1951-1952; Atlantic Dermatological Conference; New York Acad- 
emy of Medicine, Fellow in Dermatology and Syphilology; American Board of 
Dermatology and Syphilology, Specialist certified, Dec. 15, 1933; Society for 
Investigative Dermatology; American Academy of Dermatology and Syphilology; 
American Academy of Compensation Medicine; Phi Beta Kappa; Sigma Xi; 
New York Academy of Sciences, and the Faculty Club. During World War I 
he was a lieutenant in the United States Army. 

Strauss’s contributions to the literature of dermatology were significant. His 
forty publications dealt with both the venereal diseases and certain aspects of 
skin diseases. He was among the first to recognize the epidermal sensitizing 
potentialities of streptomycin. He also added to our knowledge of toilet-water 
dermatitis, Carbowax sensitization, and group sensitivity to local anesthetics 
and certain drugs, such as mercuric iodide and tripelennamine (Pyribenzamine). 
He made basic investigations with the Frei test with both the bubo antigen and 
the mouse-brain antigen. His studies of onycholysis and onychomadesis, as well 
as of bullous lichen planus, are excellent sources of reference on these subjects. 
Strauss made clinical studies on therapy, including newer methods of treatment 
of fungal infections, massive arsenotherapy for syphilis, and “intraderm sulfur.” 
His last three years of active work were devoted to his most important contribu- 
tion, an intensive study of the cause of human papillomas, warts, and molluscum 
contagiosum, with his colleagues at Yale University, Drs. William G. Banfield, 
Henry Bunting, and Joseph L. Melnick. This collaboration resulted in a series 
of seven widely quoted publications. 

Maury Strauss had a most charming and warm personality. During a long 
and painful illness he displayed courage and almost superhuman endurance. He 
had a ready chuckle and quick wit. He was soft spoken but always made a 
definite contribution to the. matter at hand. He was slight of build, mustached, 
and had a penchant for bow ties. He was a devoted family man; to be in his 
home for a few minutes was enough to recognize the love and respect of the 
father, mother, and son for one another. His character and career were definite 
inspirations to his son. 

Maury Strauss knew how to play, was a bibliophile, loved travel, and had 
several hobbies, including cooking, philately, and photography. Many times he 
phoned me from New Haven not to try a certain recipe or to direct my attention 
to a particularly good concoction that he had come across. In 1952 he and his 
wife, Carolyn, began a collection of postage stamps illustrating or commemo- 
rating medical and allied subjects. This collection, which included stamps from 
over fifty countries, created wide interest in philatelic circles. It was exhibited 
in public institutions, including the Yale Medical Library and the Smithsonian 
Institution, in Washington, D. C., and was described in a number of philatelic 
publications. Dr. Strauss was awarded second prize by the Committee on Exhibits 
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at the American Academy of Dermatology and Syphilology for this stamp collec- 
tion. Dr. Strauss prepared his own teaching slides and much photographic 
material for publications. 

Rabbi Robert E. Goldberg, who officiated at Dr. Strauss’s funeral, epitomized 
his career and personality in a few words: “He was high minded—there was 
nothing partial in all that he was. He was kind, gentle, and considerate not when 
the spirit moved him, but rather as an integral part of his character. He could 
not be otherwise. It was the same with all the beautiful qualities with which he 
was endowed with generous abundance. Maury had an easy dignity, never a pose 
or an affectation, as he had wit, charm, and humor. He was easy to like, won- 
derful to know, and worthy to cherish. His death is a loss because his life was 
such a long blessing to the community in which he lived.” 


HERMAN BEERMAN, M.D. 
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BRONX DERMATOLOGICAL SOCIETY 295 


Morris Leider, M.D., President 
Henry Silver, M.D., Secretary 


Oct. 17, 1957 


Diagnosis: Allergic Eczematous Contact Der- 
matitis Due to Thermo-Fax Paper. Presented 
by Dr. Maser G. SILVERBERG. 


The patient, a middle-aged woman, has for many 
years been a secretary in a large business office. 
In February or March, 1957, she developed three 
red round itching and scaling spots on the inner 
aspect of her left forearm. Gradually the eruption 
spread to cover both arms from the middle of the 
upper arm down to and including the wrists and 
the backs of the fingers and occasionally the backs 
of the hands, The rash never cleared on the arms 
from the time it began until 10 days ago. On 
several occasions, perhaps two or three, a rash 
and swelling also appeared around the eyes, cheeks, 
and mouth. The lips peeled. Occasionally there 
have been redness and itching around the neck. 
When the patient was first seen, in September, 
1957, the skin of the arms was fiery red, indurated, 
scaling, and covered with excoriation. Numerous 
patch tests were performed. Her plastic desk cover 
gave a 1+ reaction, but when the patient’s plastic 
desk cover was removed very slight improvement 
took place. A patch test was then performed with 
Thermo-Fax paper, and this gave a 3+ reaction. 
The patient had been using this paper constantly 
since about January, 1956. From January, 1956, 
to January, 1957, she made, in average, one copy 
of one or two letters a day with the Thermo-Fax 
paper and process. Each copy is made in about 
20 seconds. In January, 1957, she performed a 
special task which required her to use the Thermo- 
Fax machine for one or two hours a day for 
several days. As noted above, her eruptions first 
appeared in February or March, 1957. 

The patient has been treated with 1% hydro- 
cortisone ointment since Sept. 3, 1957. Before the 
etiological factor was discovered, the ointment con- 
trolled the pruritus to some extent but it did not 
clear up the eruption. Since all contact with the 
paper has been avoided, however, the skin of the 
arms and hands has returned to normal. At 
the moment only a vague area of redness persists 
around the neck and near the areas of friction from 
the bra straps. 


Submitted for publication Dec. 16, 1957. 


Diagnosis: Allergic Eczematous Contact Der- 
matitis Due to Thermo-Fax Paper. Presented 
by Dr. ALEXANDER A. FISHER. 

A 50-year-old woman has had a dermatitis of 
both hands, forearms, and nostrils for the past 
three months. In the acute stage the dermatitis was 
characterized by marked redness and fine vesicula- 
tion attended by intensive itching. The relevant 
history is that she works with Thermo-Fax paper 
and process and that two other persons in her 
office have the same eruption. Patch tests of the 
patient with Thermo-Fax papers gave strong 
eczematous reactions (Fig. 1). 

Thermo-Fax paper is not a primary irritant; 
tests on the control subjects were negative. The 
manufacturers of the paper have as yet refused 
to divulge the composition of Thermo-Fax paper. 


Fig. 1.—Positive patch tests to exposed and 
unexposed Thermo-Fax paper. 
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Discussion 

Dr. Rita CHAFKIN (by invitation) : I was able 
to obtain some information from a physician doing 
industrial medicine who is associated with a plant 
using a process similar to that used with the paper 
in question. He claims that there are two different 
processes generally applied to copy work. In one, 
the paper is coated with diazonium compounds 
which are sensitive to ultraviolet and _near- 
ultraviolet spectra. The machine contains a 
mercury-vapor lamp. Development is accomplished 
either by ammonia vapor or by a water solution of 
developer such as hydroquinone. Zinc chloride or 
other metal salts are present as stabilizers. In this 
particular company the handling of p-dialkyl- 
aminoazobenzonium chloride in bulk resulted in but 
one case of allergic eczematous contact dermatitis 
in a 10-year period of use. In the second situation 
the paper is coated with phenolic or naphthalic 
compounds or intermediate stabilizer by citric acid. 
Copler’s dyes are present. These a.e developed 
with a water solution of the developer, i. e., hydro- 
quinone. 

Dr. EARLE W. Braver: I was asked by one of 
the presenters just two days ago to attempt to de- 
termine what physicochemical procedure is in- 
volved in dry-process duplication, which is the 
basis of the Thermo-Fax machine. 

I discussed the matter with our staff physicist at 
the New York Skin and Cancer Unit, Mr. Edgar 
Grisewood, who, on short notice, provided me with 
the following salient facts. 

There are two standard Eastman dyes, neocyanine 
and dicyanine, which sensitize photographic emul- 
sions to infrared radiation that is over 7600 A. 
The paper is apparently coated with the photo- 
graphic emulsion and dye. Upon exposure to the 
infrared radiation the dye absorbs the infrared 
energy and then emits the energy in the Angstrcm 
range to which the photographic emulsion is sensi- 
tive. 

We dermatologists are familiar with a similar 
physical phenomenon when a Wood's light is used. 
The fungus absorbs the ultraviolet radiation and 
then emits it in a visible spectral range. 

Although these cases demonstrate an allergic 
eczematous process of the contact type, it is prob- 
able that higher concentrations of the dyes have 
primary irritating qualities. The vapor pressure of 
the emulsion and dye is high, and in a heated en- 
vironment the emulsion and dye may give off 
sufficient gas to cause an eruption about the face 
and neck. I would like to suggest that these pa- 
tients be patch-tested with very dilute salts of 
cyanic acid. 

Dr. Anprew G. Franks: I wish to state that I 
saw my first case of contact dermatitis due to 
Thermo-Fax paper in July, 1957. This patient was 
under the care of Dr. G. C. Andrews. The patient 
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stated that he worked for a period of over 18 
months with this paper. The onset of his eruption 
occurred in March, 1957, fifteen months after he 
had begun to handle Thermo-Fax paper. At one 
time the eruption was so bad that he was hos- 
pitalized. The eruption cleared but quickly recurred 
when he resumed work. During a three-month 
vacation the eruption again disappeared. The pa- 
tient stated that Thermo-Fax paper is used for a 
fast dry copy method. The paper is unstable, 
especially when subjected to light. He believes that 
it is “ammoniated.” No other information about 
the chemical process could be obtained. Recently, 
the patient stated, three other employees have 
had the same difficulty. Patch tests showed positive 
reaction to the Thermo-Fax paper. 

Dr. Vicror H. Witten: I wish to ask the pre- 
senters if the paper acts as a sensitizer both before 
and after processing. If sensitization reactions are 
noted only after exposing the chemically treated 
paper to infrared or ultraviolet light, then the 
dermatitis may result from the newly formed 
chemical and not from the one originally present 
prior to irradiation. If this is the case, then one 
can speculate on another possible mechanism to 
account for the skin eruptions attributed to photo- 
sensitivity as caused by certain chemicals and drugs. 
For example, if one of the so-called photosensitiz- 
ing drugs is ingested and then reaches the skin 
through internal dissemination, the infrared or 
ultraviolet rays which irradiate the skin may act 
to form a new chemical compound, one different 
from that reaching the skin, which in turn is 
capable of producing allergic sensitization. Like- 
wise, if one of the photosensitizing drugs is applied 
topically, it, too, may be altered by these rays to 
form a different compound and in turn similarly 
produce an allergic eczematous dermatitis. 

Dr. ABRAHAM J. OrFuss: Is the Thermo-Fax 
process of reduplication similar in activity to the 
process taking place in Polaroid Land Camera? 
Both are processes of almost immediate reproduc- 
tion of an image on sensitized paper. If they are 
similar, I would expect to see similar cases of 
dermatitis in people who own and use such cam- 
eras. My own experience does not reveal any such 
cases of contact dermatitis. 

Dr. Maser G. SILVERBERG: [ . to thank the 
discussers for their interesting suggestions. The 
localization of the lesions, largely on the forearms, 
wrists, and dorsal surface of the fingers, is prob- 
ably due to the fact that the worker not only makes 
the copies but also works with the finished copies. 
My patient worked with the paper, both making 
copies on the duplicating machine and using the 
copies at her desk, for about a year before she 
acquired the sensitivity. Such a history is common 
in occupational contact dermatitis of a sensitiza- 
tion type. 
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The duplicating machine makes use of an infra- 
red lamp. I do not know with what chemicals the 
paper is treated. However, my patient invariably 
gives a positive patch test with the paper both 
before and after it is put through the duplicating 
machine. 

Dr. ALEXANDER A. FISHER: Since we do not 
know the composition of the Thermo-Fax paper, 
we can merely speculate as to which ingredient or 
ingredients cause the sensitization. In answer to 
Dr. Witten’s question I can state that the paper 
apparently is a sensitizer whether or not it has 
been put into the Thermo-Fax machine. It is not 
a primary irritant, since 10 controls showed no 
reaction. In answer to Dr. Leider’s question as to 
possible cross sensitization to paraphenylenediamine 
and azo dyes I can state that our patient is not 
sensitive to either azo dyes or paraphenylene- 
diamine. We also tested her sensitivity to for- 
malin, to mercury bichloride, to potassium dichro- 
mate, and to the monobenzyl ether of hydroquinone, 
all of which are sometimes used in photographic 
work. Patch-testing with these substances gave 
negative results. However, her test result was 
positive for a “developer” which was recently 
brought to us by a photographer for testing on 
himself. We do not know the composition of this 
developer. 

Addendum: It has recently been revealed that 
Thermo-Fax Copy Paper contained tertiary butyl 
catechol which is the sensitizer. A newer type of 
paper is said to be without this agent. 


Diagnosis: Lichen Sclerosis et Atrophicus. 

Presented by Dr. ANDREW G. FRANKS. 

A. 63-year-old white woman presents a circum- 
scribed, whitish, parchment-colored, tissue-paper 
wrinkling about the vulva and anal region, of two 
years’ duration. There is no infiltration or papular 
lesions now, but there are atrophy and marks of 
scratching. Findings on biopsy were reported as 
fitting the picture of lichen sclerosus et atrophicus. 


Diagnosis: Lichen Sclerosis et Atrophicus. 

Presented by Dr. ABRAHAM J. OrFuss. 

A 61-year-old white woman has a history of a 
“white” spot on the left knee of one year’s dura- 
tion. The lesion has slowly increased in size since 
onset, and new lesions have appeared on the right 
knee and right upper thigh. There have been no 
accompanying symptoms except mild itching that 
was not severe enough to require care. Vulvar 
itching of a mild degree is suffered, but no other 
abnormal sensations or difficulties in voiding are 
experienced. 

Examination reveals a round atrophic papular 
plaque about 2% in. in diameter, with a wrinkled 
center on the left patellar region. Similar small 
white flat papules are noted on the lateral aspect 
of the right knee, on the right upper back, and on 


the right upper posterior thigh. The cutaneous 
side of the labia is normal, but the mucosa pre- 
sents distinct atrophy and whitening. No clear-cut 
papules are seen, however, in this site. A urethral 
caruncle is noted, and several prominent telangiec- 
tatic vessels are seen. 

Findings on biopsy of a lesion from the skin 
were reported as lichen sclerosus et atrophicus. 

The patient has been taking Aralen (250 mg. 
tablets) twice daily since Sept. 17, 1957. 


Discussion 


Dr. Davin BLoom: The importance of this ab- 
normality lies in the fact that lichen sclerosus et 
atrophicus is frequently located on the vulva. The 
gynecologist is apt to make a diagnosis of krauro- 
sis vulvae, which he considers a cancerous or pre- 
cancerous condition, and is then inclined to do a 
vulvectomy. Lichen sclerosus et atrophicus, which 
is very closely related to or identical with circum- 
scribed scleroderma, is, of course, a benign con- 
dition that requires no surgery. 

Dr. HELEN O. CurtH: I recently saw two 
women in the Vanderbilt Clinic who had both 
lichen sclerosus et atrophicus and scleroderma en 
bande. One was a white woman with both condi- 
tions on a hand and finger. The other was a Negro 
woman who had isolated areas of lichen sclerosus 
et atrophicus and scleroderma en bande on a foot. 

Dr. Morrts Lemer: As a question of terminol- 
ogy, when does one say lichen sclerosus et atrophi- 
cus and when lichen sclerosus et atrophicans? The 
words mean, respectively, atrophied and atrophying. 
Thus, if one wants to be finely descriptive of a case 
as one sees it at any moment that title is chosen 
which is more telling of atrophy developing or 
atrophy accomplished. 

Dr. Juttus Pottock: I, too, recall a recent case 
of lichen sclerosus et atrophicus and circumscribed 
scleroderma simultaneously occurring. And, of 
course, we have all seen cases in which the condi- 
tions occur solitarily, Are they the same process 
despite gross clinical distinctiveness, or are they 
truly clinically and histologically distinct? 

Dr. FRANCES PascHEeR: Can one be sure that 
lichen scierosus et atrophicus of the vulva doesn’t 
sometimes develop into leukoplakia or kraurosis 
vulvae? Dr. Cross raises an important question, 
namely, what is the ultimate prognosis as far as 
cancerous or precancerous changes are concerned? 
A long follow-up study is badly needed to answer 
this question unequivocally. 

Dr. ALEXANDER A. FISHER: In answer to Dr. 
Pascher’s question, I have made a follow-up study 
of two women with vulvar lesions of lichen sclero- 
sus et atrophicus that have persisted for 10 and 
11 years, respectively. The lesions have remained 
about the same, and in neither case is there the 
slightest suggestion of malignant change. 
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Case for Diagnosis: Nonsuppurative Pannicu- 
litis? Presented by Dr. ELLEN REINER. 

A 3-year-old girl shows several areas of atrophy 
on the left forearm. The depressed character of 
the lesions indicates that the subcutaneous tissue 
is the site of the atrophy; the overlying skin is 
pliable, not hidebound. 

The mother states that eight months ago she 
noted “black and blue spots” in the region of the 
present abnormalities but that redness, fever, and 
pain were not seen and that there were no com- 
plaints of them. For a few months new lesions 
appeared as old ones receded, until the present, 
momentarily stationary, picture of subcutaneous 
loss of substance developed. 


Case for Diagnosis: Nonsuppurative Nonfebrile 

Panniculitis? Presented by Dr. JoHN Garp. 

A 57-year-old woman presents subcutaneous 
nodules and depressions that seem to be related to 
subcutaneous atrophy on the scalp, forehead, 
shoulders, and upper arms. The process is said 
to have been going on for several years. 

The skin overlying some of the depressed areas 
appears atrophic; the nodules themselves are 
neither painful nor tender. There are no constitu- 
tional symptoms. 

Findings on several biopsies have shown fat 
necrosis and epidermal atrophy. 

In the distant past the patient had gonorrhea and 
syphilis, both apparently well treated. 

Routine examinations of blood and urine are 
negative, including the Mazzini test. Studies for 
the L. E. cell are negative. 


Discussion 


Dr. AnpreEw G. Franks: I should like to ask 
if the clinical picture, especially in view of the 
size of the lesions, is characteristic of the entity 
nonsuppurative panniculitis ? 

Dr. NoRMAN ORENTREICH: In Dr. Reiner’s case, 
a unilateral systematized nevoid condition involv- 
ing the panniculus adiposus should be considered. 
The condition may very well be a_ lipomatosis 
rather than a lipoatrophy, since the elevated regions 
around what appear to be depressions may be the 
disease and the seeming depressions, the normal 
condition. 

Dr. Vicror H. Witten: It was my impression 
that, in the case of the child, the skin had a doughy 
feel, such as one finds in cutis hyperelastica with 
hyperextensibility of the joints. The latter phe- 
nomenon was particularly noticeable if one at- 
tempted to extend the thumb or hand back against 
the wrist and forearm. The thumb and hand could 
almost be made to touch the wrist or forearm. 

{ should like to ask the members of the Society 
whether or not they have seen large areas of 
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atrophy, such as are seen in this case, associated 
with hyperelasticity of the skin and hyperflexi- 
bility of the joints. 

Dr. Irvinc D. EHRENFELD: I believe that both 
of these cases are instances of localized degenera- 
tive processes and not manifestations of a sys- 
temic disorder such as Weber-Christian disease. 
Injury not noticed at the time of happening could 
explain the situation in the case of the child, and 
repeated injections in the same area, producing an 
Arthus-like reaction, could account for the condi- 
tion in the adult. 

Dr. Epwarp H. MAnpeL: I also am unable to 
offer a diagnosis in the case of the adult. If this is 
an Arthus phenomenon, one should see evidence 
of necrosis, 

Dr. ALFreD W. Kopr: Histologically there ap- 
peared to be a monomorphous small round-cell 
infiltration around the adnexa which suggested 
lupus erythematosus. Could this patient have lupus 
erythematosus profundus? 

Dr. Frances PAscHer: Although we are dis- 
cussing these two cases together I do not think 
that they are comparable. My impression is that 
the child is suffering from a nevoid rather an 
inflammatory process. Age, the asymmetrical in- 
volvement, the linear distribution of the lesions, 
and the absence of visible inflammatory changes fit 
in with’ a mesodermal or mesodermal-ectodermal 
defect. 

Dr. Max Wotr: I had the opportunity to pre- 
sent a case of nonfebrile nonsuppurative relapsing 
nodular panniculitis (Weber-Christian disease) at 
the Bronx Dermatological Society (April 19, 1956). 
An outstanding feature in this case was the ex- 
tensive involvement of the face, with symmetrical 
distribution around the ears. Different diagnoses 
such as foreign-body granuloma, sarcoid, lympho- 
blastoma, deep lupus erythematosus, and circum- 
scribed scleroderma were entertained in several 
institutions during an observation period of 10 
years, Six years ago a tumor of the left parotid 
was suspected, and six months ago carcinoma of 
the left mamma was suspected. Surgical studies 
did not confirm the diagnosis of malignancy 
(Machacek, G.: J. Invest. Dermai. 10:215, 1948). 
Repeated biopsies, performed by me, reaching the 
deeper cutis and the fat trabeculae confirmed the 
diagnosis of nodular panniculitis. 

Dr. JoHN Gars: I should like to recall to this 
Society that a case presented by Dr. Frances 
Pascher before this group showed findings of pan- 
niculitis for a long time before findings of deep 
lupus erythematosus were noted. I should suggest 
continued observation of this case. 

Dr. ELLEN REINER: My case is not typical for 
nonsuppurative panniculitis because there is no evi- 
dence of nodules in the early stages and there is 
no plaque-like infiltrate in the older lesions. There 
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seems to be gradual loss of adipose tissue in 
round or oval areas which form a band from the 
volar surface of the wrist to the axilla. 

The asymmetrical distribution, which suggested 
a nevus or response to injury to some members, 
made me think of the possibility of a cervical rib. 

The hyperflexibility of the small joints could 
be normal in a child of this age. 

The suggestion that the sunken areas are the 
normal level of the skin and that the rest repre- 
sents lipomatosis is untenable, since one can clearly 
discern the large vessels and muscles through the 
translucent epidermis. 

In sum, since there are no abnormalities of 
teeth and hair, I do not think this to be a case 
of congenita! ectodermal defect. 

Dr. Morris Lemer: The eponym of Weber- 
Christian is always brought up in cases of pan- 
niculitis, and generally the full title is not uttered 
or is partially given and even then is given errone- 
ously. The Weber-Christian panniculitis has speci- 
fications that read as follows: relapsing, febrile, 
nonsuppurative, and nodular. Relapse, nonsuppura- 
tion, and nodularity can be said of many panniculi- 
tides, but fever as an initiating or early-associated 
symptom is as rare as is the true Weber-Christian 
syndrome. In neither of these cases was fever 
noted; in one it is absolutely denied. These cases 
then are anything but Weber-Christian disease. 

Dr. JoHN GarB: in my case there is no history 
of ingestion of iodides or bromides. The patient 
gave a history of injury orly once, about six years 
ago, when, shortly after a fall on the left upper 
arm, a groove formed in the contused area. She did 
not receive any injections in the affected areas. 
She was given intramuscular injections of bismuth 
in the usual site and intravenous injections of 
arsphenamine for syphilis 30 years ago. 

The histologic findings are in agreement with 
those seen in Weber-Christian disease in the form 
of necrosis in the fat, with infiltration by segmented 
leukocytes; clumping of the cells, which assume the 
configuration of giant cells, and some thickening 
ot the vessels. 

The raised lesions on the left side of the fore- 
head and right frontal area of the scalp are very 
early lesions. They will probably in time become 
absorbed and depressed, as has been the history 
of the other lesions, although other areas began 
with depression. 


The possible diagnosis of lupus erythematosus 
profundus was considered. It was with this in 
mind that a search for L. E. ceils was made, but 
the search was in vain. As a matter of fact, con- 
currence of lupus erythematosus disseminatus and 
panniculitis has been reported. Also, Weber- 
Christian disease has been considered allied to 
collagen diseases ( Brudno, J. C.: New England 
J. Med. 243:513, 1950). This author suggests that 


antigen-antibody reaction results in destruction of 
fat-cell membranes, with the liberation of fat. 

The reasons for the question mark in the diag- 
nosis are as follows: 1. The patient stated that 
at no time did she have fever or other symptoms, 
such as nausea, vomiting, and muscle pains, usual 
in Weber-Christian disease, with the appearance 
of the lesions, although nonfebrile and symptom- 
less forms do occasionally occur. 2. The usual sites 
of the lesions in Weber-Christian disease are the 
trunk and the extremities, with most on the thighs. 
In this patient, however, all the lesions are on the 
shoulders, upper third of the arms, face, and scalp. 
3. The skin over ali the lesions in this patient, 
whether nodular or depressed, is firmly attached 
to the subcutaneous tissue, and the nodular growths 
appear fused together and are not freely movable. 
Ormsby and Montgomery (“Diseases of the Skin,” 
Ed. 8, Philadelphia, Lea & Febiger, 1954, p. 677) 
state that “on palpation the affected areas are 
found to be hard, sclerotic, freely movable, ir- 
regular masses.” 

However, in spite of the differences of the symp- 
toms and physical signs of this patient compared 
with the usual cases of Weber-Christian disease, 
I hold this to be a case of that disease. 


Case for Diagnosis: Tinea Corporis; Pityriasis 
Rubra Pilaris; Atypical Acrodermatitis En- 
teropathica? Presented by Dr. ALEXANDER A. 
FISHER. 

A 68-year-old man has had an eruption for two 
years. Apparently the eruption began on the left 
foot and gradually spread. At present there is 
maceration and peeling between the toes. Occa- 
sionally there have been vesicles and bullae on the 
feet and about the ankles. The entire left foot and 
the leg are now red and scaly. The knee is covered 
by a thick adherent yellow scale. The thighs have 
erythematous plaques of bizzare gyrate shapes. 
Some of the plaques have tongue-like projections. 
They show distinct thin sharp elevated borders. 
Most of the toenails are thickened. The trunk has 
remained clear except for an annular lesion on the 
left upper chest from which a biopsy specimen 
was taken. 

Findings on biopsy read as follows: “The epi- 
dermis in at least two areas shows irregular acan- 
thosis, edema and washing out basal margin by a 
small round cell infiltrate limited to the upper cutis. 
There is no evidence of porokeratosis Mibelli, or 
of pityriasis rubra pilaris. Though not quite 
typical, the features are strongly in favor of lichen 
planus.” 


Discussion 
Dr. Morris Lemer: I offer the diagnosis of 
mycosis fungoides in the “premycotic” phase. 
Dr. Max Wo tr: The designation “erythrodermie 
pityriasique en plaques disseminées” describes in the 
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best way the morphologic features of this special 
type of parapsoriasis. Some of the extensive 
patches on the legs resemble idiopathic atrophy, but 
we are dealing here with a pseudoatrophy. I 
observed patients who had “erythrodermie pityri- 
asique” for a period of 30 years without their 
developing any signs or symptoms of mycosis fun- 
goides. 

Dr. ALEXANDER A. FisHER: Although the opin- 
ion here tonight seems to be unanimous that we 
are dealing with either parapsoriasis en plaque or 
an early stage of mycosis fungoides, I am still 
rather skeptical of either diagnosis. The patient 
has had bullae on the legs which are not usually 
seen in either of these conditions. The biopsy re- 
port was in favor of lichen planus. Furthermore, 
I feel that the borders of these lesions are peculiar 
in that they are so sharp and so elevated, remind- 
ing one of porokeratosis of Mibelli. I hope to be 
able to present a follow-up report on this patient 
in the near future. 


Diagnosis: Disseminated Discoid Lupus Ery- 
thematosus vs. Polymorphous Light Erup- 
tion. Presented by Dr. Conrad STRITZLER. 

A 10-year-old boy has a history of eroded lesions 
of the lower lip and marginated plaques on the 
nose, forearms, and dorsa of the hands present 
since the age of 3 months. These lesions flare in 
the summer and subside in the fall, leaving hypo- 
pigmented patches. No bullae appear. 

At varying periods treatment has consisted of 
crude liver extract, bismuth by intramuscular in- 
jection, vitamin E, Atabrine, chloroquine, and, 
recently, Plaquenil. 

There have been remissions and exacerbations. 
At present the patient shows a healed atrophic 
lesion on the nose, an erosive process on the lower 
lip, and marginated hypopigmented plaques on the 
extensor aspect of the forearms and hands. There 
is telangiectasia on the malar regions. 

Biopsy findings showed the typical picture of 
discoid lupus erythematosus. L. E. studies have 
been repeatedly negative. The urine does not show 
abnormal porphyrins. 

For the past two weeks the patient has been 
taking Plaquenil in doses of 0.2 gm. t. i. d. for the 
first week and 0.2 b. i. d. for the second. There has 
been improvement. 


Discussion 


Dr. Davin Bioom: This boy has all the features 
of the syndrome reported by me under the title 
“Congenital Telangiectatic Erythema Resembling 
Lupus Erythematosus in Dwarfs” (A.M.A. Am. 
J. Dis. Child. 88:754 [Dec.] 1954). 

He is slender and small for his age; he has a 
narrow, fine-featured face, giving a faint impression 
of progeria. He shows telangiectasia of the nose 
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and the adjacent parts of the cheeks, a bullous 
crusted eruption on the lower lip, and scarring of 
the dorsum of the forearms which resulted from 
dermatitis due to light sensitivity. There are 
several different kinds of nevi on the trunk. 

In addition to the three cases which I reported 
in 1954, I learned that Dr. David A. Hillman, of 
Boston, and Dr. Barton L. Lewis, of Colorado 
Springs, Colo., each had under observation iden- 
tical cases. Dr. Lewis also recognized a case pre- 
sented before the Minnesota Dermatological 
Society (A.M. A. ArcH. Dermat. 75:767 [May] 
1957) as being like those reported by me. 

The case presented today is the seventh case of 
this syndrome, to my knowledge. All patients ex- 
cept one are boys. So far there is no indication 
that these cases are hereditary in nature, as no 
familial occurrence or consanguinity of the parents 
has been noted. However, observation of further 
cases will ascertain whether we are dealing with 
a hereditary or nonhereditary congenital abnor- 
mality. 

Dr. Heten O. CurtH: At the time Dr. Bloom 
presented his patient, Dr. Mintzer also reported a 
case. I believe that the boy shown tonight is the 
one who was under her care. At the time of her 
presentation of the patient I commented that I 
believed the condition observed so far had been in 
Jewish children. The boy shown tonight, however, 
is of Italian parentage. I had occasion to study 
another boy with the condition, presented originally 
by Dr. Robinson, and I noted that at the age of 
about 4 years he began to gain in height so that 
he is now not a dwarf, although he is still small. 
The same, I believe, will be true of the boy shown 
tonight. The lesions on the upper extremities sug- 
gest to me that we are dealing with disseminated 
lupus erythematosus. 

Dr. JoHN GarB: When I saw this boy at the 
Long Island Dermatological Society on Oct. 8, he 
immediately impressed me as_ presenting the 
features of Lorain-Levi pituitary dwarfism similar 
to that of Dr. Bloom’s patient. Dr. Stritzler’s 
patient, although not a typical dwarf, is under- 
sized. The lupus erythematosus-like eruption seen 
on the cheeks, arms, and dorsa of the hands is 
said to be aggravated during summer, most likely 
by sun sensitivity. The patient also presents silver- 
dollar-sized telangiectatic spots on the cheeks and 
crusted fissured eruption on the lower lip. There 
is a nearly identical picture on page 235 of “The 
Yearbook of Dermatology and Syphilology (1955- 
1956 Year Book Series).” Dr. Bloom’s patient also 
revealed associated anomalies such as café au lait 
spots, ichthyosis hystrix-like changes in the axillae 
and on the flanks, pilonidal cyst, and pronounced 
keratosis pilaris on the arm, abdomen, and thighs. 
This patient is not without some other nevoid 
anomalies. 
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Dr. Conrap StrITZLER: In view of the absence 
of atrophy after 10 years and the lack of promi- 
nent follicular orifices, as Dr. Fisher and Dr. 
Orfuss pointed out, the diagnosis simpy of discoid 
lupus erythematosus is unlikely. 

Many of you on quick examination remarked 
the similarity of my case to the one reported by 
Dr. Bloom. I am glad to see that Dr. Bloom agrees. 

I plan to expose small areas of the skin of the 
patient to ultraviolet light to see if I can produce 
lesions. I will report on the experiment later. 


Diagnosis: Molluscum Sebaceum. Presented by 
Dr. Irwin I. Lusowe and Dr. Epwarp H. 
MANDEL. 


A 53-year-old Negro woman presents a lesion 
of the scalp of six months’ duration. The patient 
states that after a period of growth part of the 
lesion fell off, leaving a rough surface. Then re- 
growth began, and in the past month the lesion has 
doubled in diameter. 

Upon examination now one sees a nodule which 
is 0.5 cm. in diameter and skin-colored but which 
shows a hyperpigmented and hyperkeratotic center. 


Discussion 


Dr. Henry Sitver: I would be interested to 
know whether all cases of what are called mollus- 
cum sebaceum show a self-healing tendency. In 
my experience not all cases of keratoacanthoma 
are self-healing, as the new term of the malady, 
self-healing low-grade prickle-cell epithelioma, 
would indicate. If a lesion of the type does not 
show a tendency to involute within a period of 
several months, it should be excised. The pathologic 
findings then show, in most cases, low grade 
prickle-cell epithelioma. 

Dr. Victor H. Witten: Molluscum sebaceum, 
keratoacanthoma, and self-healing prickle cell 
epithelioma of the skin (Ferguson Smith) are 
now generally considered as being one and the 
same entity. In the cases which I have seen 
and know about I do not recall ever observing 
one that had such a hard and large protruding 
horny plug. There have been those that have 
had depressed crenated borders with some kera- 
totic material, but to my knowledge none has 
had as prominent a horny plug as seen in this case. 
Dr. Morris Fisher, of Johannesburg, South Africa, 
who has a large experience with these lesions, 
mentioned to me that he had seen many like this. 

In answer to Dr. Silver’s question, there are 
reported cases in which such lesions have been 
diagnosed histopathologically as keratoacanthoma 
only later to become prickle-cell epitheliomas. If 
changes of prickle-cell epithelioma are present, 
then, of course, the lesion must be called prickle- 
cell epithelioma and m . keratoacanthoma. 


Dr. SAMUEL B. FRANK: This lesion resembles 
the description given by E. B. Heling for what he 
described as “inverted follicular keratosis” (Pro- 
ceedings, 20th Seminar of the American Society 
of Clinical Pathology, Washington, D. C., 1954, 
Case 9, pp. 38-42). 

Dr. Ernest M. RosenBAUM: Dr. Sims always 
emphasized that when keratoacanthoma is sus- 
pected the whole lesion should be excised for 
biopsy. Only in this way can diagnosis be estab- 
lished; the excision of part of the tumor only must 
lead to the diagnosis of prickle-cell epithelioma, 
which would not be correct. 


Diagnosis: Incontinentia Pigmenti (Reticular 
Type). Presented by Dr. HeLen O. Curtu. 
A 14-month-old Puerto Rican girl presents ex- 

tensive reticular hyperpigmentation of the upper 
and lower extremities within areas of hypopig- 
mentation. There are scattered vesicles and pus- 
tules. These lesions have been noted to crust and 
leave depigmentation. Recently there has been 
spread of the pigmentary process to the axillae, 
sternum, and face. 

There are no other anomalies to be seen at this 
time. The patient is an only child, and there is no 
history of similar process in the collateral family. 

Biopsy read by Dr. Gerald F. Machacek was re- 
ported as “melanodermatosis following inflamma- 
tion.” 


Discussion 


Dr. Davin Bicom: The cases of incontinentia 
pigmenti which I myself have studied or have seen 
presented at meetings were characterized by a 
linear wavy hyperpigmented eruption on the lower 
extremities and trunk mostly. In early infancy 
the lesions are darkly pigmented and resemble 
systematized nevi. When the children are older, 
the pigmentation is slate-gray in color. This pe- 
culiar slate-gray color is noted particularly in 
adults, in whom only a small number of lesions 
are seen on the trunk in star-like or other bizarre 
configurations. This classic type of incontinentia 
pigmenti is associated with severe ocular lesions. 

The second type, the so-called “reticulated in- 
continentia pigmenti,” which was observed in one 
family by Franceschetti and Jadassohn, I have 
never seen. In this type there is said to be associa- 
tion of other symptoms, like keratosis palmaris et 
plantaris, dental changes, and, particularly, anhi- 
drosis. In the cases described by those authors the 
eruption appeared at 2 years of age. 

I am not convinced that we are dealing here with 
this type of incontinentia pigmenti. The only fact 
on which Dr. Curth bases her diagnosis is the 
histologic finding of chromatophores in the dermis. 
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This finding is not accepted as pathognomonic, for 
it may be found in a number of other pigmentary 
conditions. However, it is possible that further 
observation of this child may reveal the other 
associated malformations, which will, of course, 
tend to confirm the diagnosis made by Dr. Curth. 

Dr. Victor H. Wirten: I agree with those who 
would consider a diagnosis of xeroderma pigmen- 
tosum in this case. The areas of involvement on 
the lower and upper extremities conform to those 
which might well be exposed to sunlight, although 
it is admitted that there was little involvement on 
the face and neck as yet. 

Dr. Heten O. CurtuH: This is not xeroderma 
pigmentosum, because the eruption is located on 
the extremities, which have not been exposed. 
Moreover, the cutaneous lesions have been present 
since birth. 

The case is clinically and histologically the retic- 
ular type of incontinentia pigmenti. The histology 
of this type and that of the classic type with spat- 
tered pigmentation are identical. There are chroma- 
tophores in the corium and relative diminution of 
pigment in the basal layer in places. The occasional 
appearance of blisters and pustules, which this child 
shows, is seen in both types of this dermatosis. 

Franceschetti and Jadassohn (A_ propos de 
I“Incontinentia pigmenti,” délimitation de deux 
syndromes différents figurant sous le méme terme, 
Dermatologica 108:1-28, 1954) have greatly con- 
tributed to the recognition of the two types of in- 
continentia pigmenti. But their rules, at least for 
the reticular type, seem to me to be too rigid. The 
authors claim for instance, that the dermatosis 
begins at the age of 2 years. It is always risky 
to predict the exact age of onset of a genoderma- 
tosis which usually starts early in life. This child 
was born with the disease. The authors describe 
disturbances of perspiration, but this child perspires 
normally. The authors expect their patients suffer- 
ing from the reticular type to have bad teeth, with 
yellowish spots of enamel, and to show keratoses 
of the palms and soles. Both features are not seen 
in this child. It may be too early. 

With regard to the inheritance pattern, the retic- 
ular type may occur in males and females and is 
dominantly inherited. It is true that we do not 
see any signs of the disease in the father, mother, 
or maternal grandmother of this child. This, how- 
ever, may be due to the fact that incontinentia 
pigmenti subsides over the years and may not be 
discoverable in adults who may have shown the 
disease in childhood. The exact pattern of inheri- 
tance of the classic type with spatter pigmentation 
has not been determined, but most probably it is 
autosomal and sex-limited rather than sex-linked. 


Dr. Machacek had the impression that the pig- 
mentary disturbance was not primary. Since the 
child was born with this disturbance, other stages 
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of the disease, which usually precede the pigmen- 
tary stage, may have occurred in prenatal life. 
This is not so fantastic as it sounds, since some 
of the children who show the three stages, bullous, 
hypertrophic, and pigmentary, sometimes are born 
with some inflammatory lesions. This means that 
the cutaneous lesions must have begun in utero. 


Diagnosis: Granulomateus Dermatitis of the 
Axillae. Presented by Dr. ABRAHAM J. OrFuss. 
A 46-year-old white woman gives a history of 

dermatitis of the axillae of six months’ duration, 

i. e., since she began to use a stick deodorant. 

Shortly after using this deodorant she noted itching 

and skin changes in the axillae, which have per- 

sisted. 

Upon examination there is to be seen discrete 
and closely set, pink to red, dome-shaped, licheni- 
fied papulation in the axillary regions, most marked 
in the domes of the axillae. The areas are ex- 
coriated; there is no adenopathy. 

Findings on biopsy of one of the axillary papules 
were reported as follows: “The epidermis is mildly 
irregular with some intercellular edema. The cor- 
ium presents a moderate non-specific cellular reac- 
tion. The apocrine glands are quite dilated but 
present little surrounding cellular reaction. Super- 
ficial vessels are dilated. The findings are those of 
a dermatitis compatible with Fox-Fordyce Disease. 
The absence of foreign body type of granuloma 
with foam and Touton giant cells speaks against 
the diagnosis of the so called ‘deodorant stick’ 
granuloma.” (Dr. Charles F. Sims) 

The patient has been treated with compresses, 


Vioform and _ hydrocortisone ointment, Chlor- 
Trimeton orally and by injection, cold-quartz 
therapy, topical resorcinol and_ ichthyol lotion, 


grenz-ray therapy, Ekzebrol intravenously, Prolu- 
ton injections, Ataraxoid orally, and Histacort E 
ointment. 

The patient is presented for further suggestions 
for therapy. 


Discussion 


Dr. Epwarp H. MAnNpEL: If Meticortelone by 
intracutaneous injection has not been tried, then I 
suggest it. 

Dr. Conrap Stritzcer: I injected 1 cc. of 
prednisolone suspension (25 mg. per cubic centi- 
meter) into the axilla of one such patient, with 
no improvement. Fortunately, not even atrophy 
ensued. 

Dr. ALEXANDER A. FISHER: In several similar 
cases I have used the applications of dry ice, 
with some favorable result. 

Dr. Franz HERRMANN: The comment that the 
histopathologists likened the microscopic findings 
to those of Fox-Fordyce disease seems to deserve 
interest. A granulomatous reaction showing foamy 
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Fig. 2—Melanotic freckle (Hutchinson) with 
malignant melanoma. 


and epithelioid-like cells similar .o that encountered 
in certain foreign-body granulomas, e. g., in beryl- 
lium granulomas, occurs also in response to the 
escape of apocrine sweat out of the duct, as in 
Fox-Fordyce disease. In this connection it is im- 
portant that disorders similar to those observed 
after the application of stick deodorants containing 
zirconium lactate have been observed as well— 
though apparently less frequently—after the use 
of antiperspirants without any zirconium. Recently, 
Saunders (Portland, Ore.) at the 11th Inter- 
national Congress of Dermatologists, in Stockholm, 
described obstruction of the apocrine duct as the 
result of deodorant applications, followed by ductal 
rupture and leakage of apocrine sweat out into 
the dermal tissues (Acta dermat. venereol., to be 
published). The first patient I have seen with this 
type of eruption was a patient of Dr. A. Franks, 
of this Society. About two years ago she used a 
stick deodorant (containing zirconium lactate) not 
only in the armpits but in other places. She de- 
veloped an extensive papular ‘eruption which 
clinically resembled Fox-Fordyce disease, even in 
“ectopic” places. Unfortunately she would not 
consent to a biopsy. I understand that the erup- 
tion is still present and as rebellious to treatment 
as Fox-Fordyce disease is noted to be. 


Dr. ABRAHAM J. Orruss: I presented this case 
because of the increasing frequency with which 


this problem is being seen at present and because 
of the resistance to all forms of therapy which 
this patient has manifested. She is adamant about 
any further x-ray therapy and has not responded 
to other usual modalities. I will attempt local 
infiltration with hydrocortisone solution as sug- 
gested. 


Diagnosis: Melanotic Freckle (Hutchinson) 
with Malignant Melanoma. Presented by 
Dr. ALFRED W. Kopr. 


A 69-year-old white Irish female nurse has had 
a “brown mole” on her right cheek for 20 years. 
Prior to that her skin was normal at that site. 
In many years the lesion has not changed in size 
but has changed in configuration and color. Grad- 
ual pigmentary changes have taken place so that 
there have been changes of hue between tan, brown, 
black, and red in the lesion. Approximately 10 
years ago on the outer, upper pole of the pigmented 
plaque and near the periphery a 5 mm. nodule de- 
veloped, which had not changed much until two 
months ago, when it began to bleed. 


Upon examination, one sees on the ] .t cheek a 
well-defined plaque which measures 2.23.2 cm. 
and has sharp but irregular borders. The color 
of the plaque varies from that of normal skin to 
tan, brown, and black. The surface of the plaque 
is predominantly macular, but 
slightly raised. 


some areas are 
In the upper lateral quadrant is a 
5 mm. raised, dome-shaped, brown to black, super- 
ficially scaly, firm nodule. 


Discussion 


Dr. ALFRED W. Koprr: Because of the relative 
rarity of this condition and the lack of experience 
in treating this type of malignant melanoma, our 
tumor board has recommended surgical extirpation 
of the entire pigmented area, including the nodule. 
At the present state of our knowledge this appears 
to be the only justified approach, although many 
of our staff members agreed that in all probability 
a less radical approach, such as curetage 
desiccation, would suffice. 


and 


Diagnosis: (1) Alopecia Cicatrisata; (2) Alopecia Areata; 


(3) Lichen Nitidus. Presented by Dr. Samvet B. 
FRANK. 
Diagnosix: Neurodermatitis and Prickle-Cell Epithelioma. 


Presented by Dr. Ernest M. Rosensaum. 
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Periadenitis Mucosa Necrotica Recurrens. Pre- 
sented by the STAFF OF THE UNIVERSITY Hos- 
PITAL, Ann Arbor, Mich. 

The patient, a 36-year-old white woman, has 
had crateriform ulcerations of the buccal mucosa, 
palate, tongue, floor of the mouth, and lips since 
May, 1954. 

A tender submaxillary lymph node is readily 
palpated. 

Microscopic examination revealed “a small ulcer, 
fibrinous purulent exudate. Beneath this is granu- 
lation tissue infiltrated by various types of in- 
flammatory cells. The degree of inflammation is 
more pronounced than is usually seen in recurrent 
aphthous stomatitis.” 

Steroid therapy and smallpox vaccine inocula- 
tions have proved ineffective. 


Discussion 


Dr. JAMES R. Roctn: I should like to give a 
progress report upon a patient I referred recently 
to the Dermatology Staff of the University Hos- 
pital in Ann Arbor, Mich. This was a white man, 
aged 44, who had had recurrent attacks of peri- 
adenitis (or extremely severe aphthous ulcers) 
almost constantly for a period of 30 years. The 
ulcerating lesions in the mouth were the severest 
that I have seen and had resisted every type of 
therapy. I treated him with various modalities in- 
cluding steroids by mouth and by injection, re- 
peated smallpox vaccinations, and various types of 
antibiotics orally and in the form of troches, all 
with no improvement whatsoever. While he was 
a patient in the University Hospital virology 
studies were done, but nothing of significance was 
found. Smallpox vaccinations intradermally 
(rather than by the usual scratch procedure) were 
started in Ann Arbor, and I continued them at 
weekly intervals, increasing the dosage by 1 vial 
each week until the patient received as many as 6 
vials intradermally at one vaccination. There were 
no “takes” with any of these vaccinations, and 
the patient’s aphthous ulcers were totally unim- 
proved. 

At this time, my associate, Dr. William Roubeck, 
told me of a conversation he had had with a neuro- 
surgeon, who told him of his successful use of 
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poliomyelitis vaccine in several cases of herpes 
zoster. We decided to treat our patient with polio- 
myelitis vaccine and gave him an intramuscular 
injection of 1.0 cc. daily for six days. The 
resultant improvement following this form of 
therapy was spectacular; the ulcerations healed 
almost completely at the end of one week’s therapy. 
The poliomyelitis vaccine was continued every 
other day the following week and twice during the 
third week, with continued improvement to com- 
plete healing and with the development of no new 
lesions once the treatment with poliomyelitis vac- 
cine had been started. He has now been free of 
lesions for three months, for the first time in 30 
years. I realize that the success of this treatment 
in one case does not mean the discovery of a new 
type of therapy for this troublesome disease, but I 
should like to see it tried in this young woman. We 
are going to continue to use this form of treatment 
in other cases of recurrent herpes or aphthae, 
herpes zoster, and also in severe cases of pityriasis 
rosea, which is possibly a cutaneous manifestation 
of a systemic virus infection. 

Dr. JosePpH BENINSON: In Dr. Rogin’s case the 
time relationship between treatment and improve- 
ment after 30 years is remarkable. However, the 
viral nature of this disease has not been proven, 
and the response must have been a nonspecific one. 
When the causative agent is known and a specific 
antigen is used with a routinely definitive result, 
that is one thing, but if in a specific case you use 
a specific antigen and get sporadic results then 
the response is not due to the specific effects of 
the therapy. “Cross immunity” unfortunately does 
not exist in vivo, and so the results in the patient 
described are, therefore, either related to a natural 
remission of the disease in question or to some 
nonspecific effect of treatment which we do not 
understand—perhaps the psychogenic effect in- 
duced by Dr. Rogin’s excellent patient relationship. 


Boeck’s Sarcoid. Presented by the STAFF OF THE 
University Hospirar, Ann Arbor, Mich. 
This patient, a 58-year-old woman, displays an 

eruption with elements which suggest both rosacea 
and acne and involve the entire central area of 
the face except the nose. Some granulomatous 
lesions are found, in addition, upon the lateral 
portions of the cheeks and along both temples. 
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Tuberculin test 1:4000 was negative. Chest x- 
ray was negative. 

Findings on biopsy revealed skin exhibiting 
solitary and conglomerate epithelioid noncaseating 
tubercles associated with mul!tinucleate giant cells 
of Langhans type. Some of the lesions exhibited 
central fibrinoid necrosis. No micro-organisms 
were seen in routine preparations. Findings are 
histologically compatible with those of sarcoidosis 
of Boeck and tuberculosis cutis. 


Discussion 


Dr. Atice E. PALMER: We who went to Stock- 
holm saw many of these cases there in their 
classic forms. We received the impression there 
that such cases are somehow related to tuberculosis. 
However, one of the criteria for diagnosing 
tuberculid is on the basis that it is an allergic 
reaction. If it is allergic, there should be a positive 
tuberculin test. Most of these sarcoid cases do 
not show a positive tuberculin, but the fact that 
this type of so-called sarcoid appears so readily 
in the Scandinavian countries, where so much 
tuberculosis of the skin also occurs, makes one 
think that there may be some connection between 
the two. What this relationship is we do not know. 
We do agree that this is probably a particular 
entity, but just what it is is another question. 

Now, a few words with regard to its likeness 
to rosacea. Rosacea itself is a common condition; 
yet we know very little about it. The people who 
have studied it most carefully have reached a few 
definite conclusions. One is that in rosacea we can 
not be sure that we are not dealing with a so- 
called tuberculid or sometimes even a sarcoid. Of 
a large number of cases studied by Dr. Laymon 
at the University of Minnesota, it was found that 
14% of all the routine cases diagnosed as true 
rosacea showed tuberculoid structure on histopath- 


MANHATTAN DERMATOLOGICAL SOCIETY 


Paul Gross, M.D., President 
Maurice J. Costello, M.D., Secretary 


Oct. 8, 1957 


Ragweed Dermatitis. Presented by Dr. ApriANn 

Brovey. 

A 51-year-old carpenter was first seen on Sept. 
18, 1957, for the treatment of an extremely pruritic 
eruption. The present episode was of 3 months’ 
duration, but the patient said he had suffered from 
a similar eruption 10 years before, when he was 
engaged in chicken farming in Connecticut. He 
did not recall the time of year when the original 
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ological examination. Out of this 14%, 3% showed 
actual epithelicid and tubercle formation with some 
Langhan’s cells. Dr. Laymon made the statement 
that actually the tuberculids of this type are ex- 
ceedingly rare and that great caution should be 
used in making such a diagnosis. 

In summary, if there is a condition wherein the 
nose is spared, as in this patient, and wherein all 
treatment is ineffective (remembering that treat- 
ment is often ineffective), and where multiple 
biopsies simultaneously done all show tuberculoid 
structure, then we can call it a sarcoid. If, in 
addition, there is a positive tuberculin test, we 
can call it a tuberculid. Otherwise, we might fall 
into the error of miscalling something that might 
be nothing more than a “lupoid” rosacea. I agree 
with the diagnosis. 


All patients, unless otherwise noted, were presented by 
the STaFF oF THE University Hospitat, Ann Arbor, Mich. 











North American Bl yeosis—Sy i 
North American BI yeosis—Cut 


Pityriasis Rubra Pilaris. 

Hyperkeratosis Palmaris et Plantaris. 

Acute Disseminate Lupus Erythematosus with Choreiform 
Manifestation. 

Lupus Erythematosus (Sealp). Presented by Dr. EuGENne 
Hanp, Saginaw. 

Mycosis Fungoides. 

Trichoepithelioma, Cylindroma. 

Insect-Bite Granuloma (?). Presented by Dr. J. F. Stus- 
BART, Muskegon, Mich. 

Milkers’ Nodules. 

Cutis. 


Urticaria Pigmentosa. 


Osteoma 


Cutis Hyperelastica. 

Epidermolysis Bullosa Dystrophica. 

Folliculitis Decalvans with Lichen Spinulosus (Little). 

Tinea Corporis in a Female. Presented by Dr. EUGENE 
Hanp, Saginaw. 

Seleroderma—Linear. 


Seleroderma—Acrosclerotie Type. 


eruption occurred. It may have begun in the 
spring, but he remembered that it lasted for 
several years and was worse during the summer. 
Remnants of the eruption persisted in the ante- 
cubital and popliteal regions during the winter. He 
believed the initial onset followed the spraying of 
the chicken coops with a homemade creosote( ?)- 
kerosene mixture. 

In September, 1957, there was an erythematous, 
scaly eruption with lichenification, involving the 
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head, neck, and extremities. The distribution and 
character of the eruption closely simulated neuro- 
dermatitis. However, the rectangular involvement 
of the front of the face with erythema and 
lichenification was strongly suggestive of ragweed 
dermatitis. 

Patch tests on Oct. 1 to the oleoresin of short 
ragweed and to pyrethrum powder were strongly 
positive. A week has passed, but there is still 
evidence of the reaction. Patch tests to turpentine, 
50%, in olive oil and to chrysanthemum leaf were 
negative. The patient has much improved with 
therapy with corticosteroids, antihistaminics, and 
superficial low-voltage unfiltered x-rays. Oral 
desensitization with the Graham product will be 
initiated in the near future. If the patient con- 
tinues the contemplated program of desensitization 
for the next two to three years, it is hoped that 
negative patch tests will be demonstrable by that 
time. 


Discussion 


Dr. G. M. Lewis: I agree with the diagnosis. 

Dr. THomAs N. GRAHAM: I agree with the 
diagnosis as presented and think that this derma- 
tosis is not exceptionally rare. ' 

Dr. F. C. ComBes: Ragweed dermatitis is cer- 
tainly unusual. I recall one patient I treated who 
had been previously treated by means of graduated 
doses of ragweed pollen extracts to relieve peren- 
nial attacks of ragweed hay fever. The results 
were rather effective—the patient was rid of her 
hay fever—but every fall she developed ragweed 
dermatitis. The patient presented tonight gives 
a positive patch test also to pyrethrum. I wonder 


what part pyrethrum plays in producing her 
dermatitis. Pyrethrum is a variety of chrysan- 
themum. 


Dr. JAcK Wotr: In this case it is difficult to 
make a definitive diagnosis on the basis of the 
clinical manifestations. I have followed several 
patients for a number of years, and the course 
is usually an increasingly severe one. After 10 
years the skin is usually so lichenified and ridged 
that complete reversal of the process is not likely 
to take place no matter what the treatment. 
Gradual improvement does occur. While reversal 
takes place during the winter in the first few 
years, persistence during the winter is character- 
istic of the later years. This case does not show 
all the manifestations one would expect to find, 
but he does have a positive patch test. I think 
that the case bears further study and observation 
in order to reach an opinion as to whether we are 
dealing with a true ragweed dermatitis and 
whether the eruption is to be attributed to the 
spray or to some other factor. 

Dr. AprIAN BropEy: Ragweed dermatitis is a 
relatively uncommon dermatosis. Even those of 
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us who have a high index of suspicion for this 
disease because we have had other similar patients 
do not see many cases. Since the first case I had 
the opportunity of studying with Dr. Cipollaro, 
in 1948, this is only the fourth I have encountered 
with a typical ragweed dermatitis. The first case 
was more typical because the patient developed 
the eruption at Saranac Lake in the middle of 
August, which is the inception of the ragweed 
season. He had a 4+ reaction to short ragweed 
and to pyrethrum. Exacerbations occurred in 
November and December which we were at a loss 
to explain, but as time went on the cause became 
evident. The patient was a banquet captain and 
handled flower arrangements. When he contacted 
chrysanthemums the eruption became very marked. 
Patch tests confirmed his hypersensitivity. He 
was treated with an oral mixture of chrysanthe- 
mum and ragweed oleoresins, and he improved. 
A very interesting point was brought out by Dr. 
Combes and Dr. Wolf regarding the pyrethrum 
sensitivity in the patient seen today. Evidently 
this eruption began in the spring. The patient had 
been spraying chicken coops. There may have 
been pyrethrum in the spray. The patient may 
have initially had a pyrethrum sensitivity and 
later developed a cross sensitivity to ragweed. Dr. 
A. A. Fisher has demonstrated that these patients 
develop ‘a perennial dermatosis. They start out 
with the ragweed hypersensitivity and then are 
exposed to pyrethrins in the course of the winter. 
The reverse may have occurred in the patient seen 
tonight. 


Generalized Lichen Sclerosus et Atrophicus As- 
sociated with Band-like Scleroderma (Koeb- 
ner Phenomenon and Lichen Sclerosus). 
Presented by Dr. PAUL Gross. 

A 10-year-old white girl developed a slightly 
pruritic whitish patch on the lower part of the back 
at the age of 4. From then on there was a gradual 
but persistent spreading of the condition to in- 
volve the trunk and later the upper and lower ex- 
tremities. Therapy for the past six years has 
included various  emollients and _ intermittent 
courses of vitamin A. There has been no effect 
on the course of the eruption. During the spring 
of 1957 the patient was treated for three months 
with Plaquenil, 1 tablet twice a day. This seemed 
to arrest the progression of the disease but had 
no effect on the lesions present. The general health 
has been excellent, and there is no history of 
gastrointestinal symptoms. 

There is extensive involvement of the trunk 
with sharply circumscribed lesions of two types: 
whitish shiny patches with a faintly violaceous hue 
and slight atrophy and numerous flat white papules 
and plaques varying in size, some of which are in 
linear distribution. There are some diffuse sclerotic 
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patches at the nape and in the areas of pressure 
of the straps of the undergarment. The vulva is 
normal. On the extremities are lesions similar to 
those on the trunk, but in addition there are band- 
like areas of hidebound skin typical of scleroderma. 
The lesion on the left leg extends to the sole of 
the foot as a circumscribed sclerodermic and some- 
what scaly patch. A similar lesion on the extensor 
surface of the right forearm extends to the right 
index finger, causing considerable contracture de- 
formity. 


Discussion 


Dr. ISADORE ROSEN: This is one of the youngest 
patients with this disease I have ever seen. It 
usually occurs in older people. 

Dr. ELLEN REINER (by invitation): I wonder 
whether all lesions will not turn out to be sclero- 
derma. I have seen two cases of clinically typical 
lichen sclerosus et atrophicus with findings on 
biopsy that were definitely scleroderma. 

Dr. JAcK WotrF: The clinical picture is certainly 
not that usually seen in scleroderma. The patient 
presents many bizarre features: the morphologic 
aspects of the individual lesions, the enlarged fol- 
licular orifices, the pigmentation, the variety of 
lesions, and the distribution of the lesions. The 
eruption impresses me as one of scleroderma with 
different reaction forms such as we are likely to 
see in half a dozen dermatoses, all combined in 
this one patient. I think, with Dr. Reiner, that 
ultimately we will be satisfied with a diagnosis of 
scleroderma. 

Dr. Maurice J. Costetto: I agree with the last 
two speakers. I do not know what the diagnosis 
of lichen sclerosus et atrophicus was based on, but 
certainly the patient presents a number of bizarre 
lesions suggestive of scleroderma—morphea-like 
lesions, nummular lesions, geographic lesions, and 
also lesions that indicate some neurologic involve- 
ment. Many of these children who develop sclero- 
derma en bande have malformations of the 
vertebral column—sort of an abortive type of 
spina bifida, ete—which may account for this 
unilateral deformity. 

Dr. ApriAN Bropey: I agree with the previous 
speakers who classify this as scleroderma. 

Dr. WivsBert SACHS: Clinically, I would agree 
with the diagnosis as presented. However, if a 
tissue were taken from a lesion of lichen sclerosus 
et atrophicus I doubt that there would be a typical 
picture histologically, and if there were not I 
would believe it all to be scleroderma. 

Dr. Davin Boom: I also believe that the diag- 
nosis of the different lesions in this patient is 
scleroderma. I have on a number of occasions 
seen cases in which both circumscribed sclero- 
derma and lichen sclerosus were present, and I 
have come to the conclusion that essentially these 


conditions are closely related, if not identical. The 
distinctly depressed lesions on the back of this 
patient and the dysfunction of the great toe on one 
foot are symptoms not infrequently seen in cir- 
cumscribed scleroderma. 

Dr. WIiLBert SAcus: I believe that scleroderma 
and lichen sclerosus are separate diseases. How- 
ever, we occasionally get a slide about which we 
cannot make up our minds. When in doubt I think 
it is better to make a diagnosis of scleroderma, 
because the histologic picture of lichen sclerosus 
et atrophicus is so typical. 

Dr. Paut Gross: I agree with the preceding 
speakers that one cannot draw a sharp line be- 
tween circumscribed scleroderma and _ lichen 
sclerosus et atrophicus. Nevertheless, I feel that 
this patient presents lesions of both diseases, 
namely band-like scleroderma of the extremities 
and lichen sclerosus of the trunk, with active 
lesions and others which have undergone involu- 
tion. This combination has been observed in other 
cases and proven by histopathology. We shall at- 
tempt to do the same in this case and also shall 
study the roentgenogram of the spine for spina 
bifida. 


Cutaneous Leishmaniasis. 
ADRIAN BRODEY. 


Presented by Dr. 


A 21-year-old white gardener was first seen on 
May 27, 1957, for treatment of a granulomatous 
lesion of the chin. The patient arrived in New 
York on Dec. 30, 1955, from his native Calabria, 
Italy, where he had been employed as a farm hand. 
In September, 1956, he had “a lot of pimples” on 
his face for one week. A solitary lesion remained 
on his chin and gradually increased in size. On 
March 19, 1957, the lesion was removed by wide 
and deep surgical excision at St. Joseph’s Hospital, 
Far Rockaway, N. Y. Pathologic examination 
disclosed yeast-like cells which were thought to be 
pathognomonic of histoplasmosis. The slide was 
presented at a meeting of New York pathologists. 
It was also submitted to the pathology department 
of a local medical school. The diagnosis of histo- 
plasmosis was affirmed in each instance. X-ray 
examination of the chest and a histoplasmin skin 
test were negative. The lesion recurred after the 
surgical procedure, and the patient was referred 
for dermatologic consultation. 

He was presented at the monthly dermatologic 
conference of the New York Polyclinic Hospital 
and Medical School in June, 1957. Dr. Stanley 
Kallman, of the dermatopathology staff, after 
examination of the microscopic sections, suggested 
the diagnosis of cutaneous leishmaniasis. This 
conformed with the clinical impression, since the 
rarity of primary cutaneous histoplasmosis and the 
negative skin test made the original diagnosis 
dubious. Further studies with Giemsa stains 
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showed Leishmania-like bodies, but an unequivocal 
diagnosis was not ventured. 

The patient was then referred to the Tropical 
Disease Diagnostic Service of the New York City 
Department of Health for cultures and skin tests 
to confirm the diagnosis of leishmaniasis. Their 
report follows. 

“A direct smear from the lesion showed 
Leishmania-like bodies and some yeast cells; some 
were budding and some branching. Cultures of the 
scrapings on N. N. N. and Senekjie’s media were 
negative after two and four weeks. Culture on 
Sabouraud’s medium showed many bacteria and was 
negative for fungi. 

“Skin test for leishmaniasis showed an 0.8 cm. 
erythema without any induration and was inter- 
preted as equivocal. Skin tests with blastomycin, 
coccidioidin, histoplasmin and torulin antigens were 
all negative at the end of 24 and 48 hours. W. B. C. 
6500, P. 46, L. 40, M. 4, Eo. 9. A blood specimen 
for complement-fixation for leishmaniasis was sent 
to the Department of Serology, Communicable Dis- 
ease Center, Chamblee, Georgia. Report of this 
examination has not yet been received. 

“Clinically the presenting lesion appears to be 
that of cutaneous leishmaniasis. However, the 
laboratory evidence is very meager. We feel that 
a therapeutic trial of a course of intramuscular 
Fuadin injections is indicated. One similar case 
seen at this clinic was treated at one of the clinics 
with superficial roentgen rays with apparent suc- 
cess.” 


Discussion 


Dr. Davin BLoom: Having seen very few cases 
of leishmaniasis, I can only state that clinically this 
lesion appears to me to be tinea profunda. We 
are indebted to Dr. Brodey for presenting this case 
of leishmaniasis. 

Dr. Grorce M. Lewis: This hardly conforms to 
my conception of cutaneous leishmaniasis. There 
are many follicular pustules, and the area is large. 
My concept of the disease is the presence of 
button-like, ulcerative, centrally depressed and 
sharply circumscribed lesions. As I understand it 
the diagnosis is still somewhat equivocal, and, un- 
less it is proved, I should suggest pyoderma or 
some other bacterial disease. 

Dr. Perry Sacus: I looked at the slide, but I 
didn’t have too much time and the oil immersion 
was not working as it should so I could not tell 
whether there were any Leishmania organisms. 
However, the picture was that of a typical lupus 
vulgaris reaction, and it is possibly lupus vulgaris. 
As Dr. Lewis intimated, the proof depends on the 
actual finding of organisms. 

Dr. M. J. Costetto: Along the lines Dr. Lewis 
mentioned, it seems to me that this case is not 
typical histologically or clinically. I have seen 
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several cases of cutaneous leishmaniasis where 
there were the typical punched-out scars and per- 
foration of the nasal septum. 

Dr. THomas N. GRAHAM: [ agree with the 
remarks of Drs. Lewis and Costello. The erup- 
tion from a clinical standpoint does not suggest 
lupus vulgaris. 

Dr. Jonn McCartuy (by invitation): I saw 
other slides at the Institute of Tropical Diseases 
which were rather typical. 

Dr. Frank C. ComsBes: The mass on this pa- 
tient’s chin does not remotely resemble cutaneous 
leishmaniasis. If one were not acquainted with 
the medical history he would call it a pyogenic 
granuloma or possibly tinea barbae. The inability 
to demonstrate leishmaniae also militates against 
the diagnosis. 

Dr. WivBert SAcus: I cannot offer a diagnosis, 
but this patient shows a lupus vulgaris reaction. 
I wonder if it may not be either leishmaniasis or a 
foreign-body reaction as is seen with beryllium, 
zirconium, and other things. I should agree with 
Dr. Lewis that we can only say that it is a 
granuloma. 

Dr. A. C. Crpottaro: The opinions expressed 
here are exactly those given at our conference. 
When Dr. Kallman first suggested leishmaniasis 
some men doubted his diagnosis. He made the 
suggestion from the histologic picture. On the 
smears he thought he could see the organism, but 
we have been unable to grow it. Our first clinical 
diagnosis was that of folliculitis, perhaps lupoid 
sycosis. We also thought of a deep fungous 
infection, but we could not find any fungi. Its 
persistence, histologic resemblance, and the finding 
of organisms in the smear favor the diagnosis. 
Against it is our inability to culture the organism 
and the difficulty of obtaining positive skin tests. 

Dr. Wirpert SAcHsS: It is a lupus vulgaris 
reaction, not lupus vulgaris, and leishmaniasis has 
shown that same picture, as have swimming-pool 
granuloma, etc. 

Dr. Georce M. Lewis: What was the duration ? 
(Answer: Since September.) There should be 
evidence of spontaneous healing. 

Dr. AprRIAN Bropey: It has shown no tendency 
to heal. The patient came from an endemic area. 

Dr. M. J. Costetto: Fuadin is practically a 
specific, and a therapeutic test with that would be 
valuable. 

Dr. Paut Gross: The histopathologic findings 
of a tuberculoid structure leave no doubt of the 
diagnosis of leishmaniasis. The clinical picture is 
somewhat unusual and resembles that of tinea 
profunda. 

Dr. ApriAN Bropey: Credit for suggesting the 
diagnosis of leishmaniasis should go to Dr. Stan- 
ley Kallman. A number of excellent general 
pathologists had previously agreed on the diagnosis 
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of histoplasmosis, despite the negative roentgeno- 
gram of the chest, the rarity of primary cutaneous 
histoplasmosis, and the negative histoplasmin test. 
Definite bodies have been seen microscopically, and 
I have seen them myself. Dr. Brown, Professor 
of Parasitology at Columbia, saw the patient and 
the smears and concurred with the diagnosis of 
cutaneous leishmaniasis, as did others, It is diffi- 
cult to get a positive culture in many cases. Intra- 
dermal tests are not always positive. I certainly 
agree with Dr. Lewis and Dr. Costello that 
clinically one would think of pyoderma or tinea 
profunda, but in view of the laboratory findings 
I think the working diagnosis has to be leish- 
maniasis. 

I am glad that Dr. Costello suggested a thera- 
peutic test with Fuadin. That is what we have in 
mind. My own inclination would be to give a trial 
of x-rays or of Fuadin. Radiation is reputed to 
be very effective, but Fuadin may be more con- 
vincing as a therapeutic test. 

Dr. Georce M. Lewis: So many other conditions 
would respond to x-ray therapy that I do not think 
that it would clinch the diagnosis. I think that Dr. 
Costello’s suggestion is good. 


A Case for Diagnosis: Junction Nevus; Nevo- 
carcinoma? Presented by Dr. Maurice J. Cos- 
TELLO, 


This 52-year-old woman was first seen by me in 
July, 1956, for a right-sided gangrenous herpes 
zoster, which was treated in the conventional man- 
ner. There is residual scarring. She also had a 
sinus condition which was treated by surgical 
measures. She has had psoriasis for years. 

Several months ago the patient developed a light 
red, irregularly round, flattened though elevated, 
lobulated, nonpigmented lesion 1 cm. in diameter, 
with a mammillated surface, on the lateral aspect 
of the middle third of the left leg which she 
thought was a lesion of psoriasis. From a clinical 
point of view it was indistinguishable from a 
seborrheic keratosis. The lesion was removed under 
local procaine anesthesia. A biopsy specimen 
studied by Dr. Sachs showed early nevocarcinoma. 
Another pathologist concurred in that diagnosis. 
A third histopathologist thought the lesion repre- 
sented a junction nevus (juvenile melanoma). 

About the time this lesion was removed, the pa- 
tient called my attention to a callus on the heel of 
her left foot which when pared down showed a 
cribiform superficial old scar at the periphery of 
which was a half-matchhead-sized nonpigmented 
fleshy body which looked like a small verruca. The 
patient stated that a lesion in this location was re- 
moved by electrodesiccation 36 years ago, for 
prophylactic reasons. 

The following questions arise. 1. Was this 
benign-appearing lesion on the leg malignant? 


2. In view of the histologic evidence, should it be 
excised in a wider, deeper, and more adequate 
manner and replaced by a full-thickness skin graft? 
There are no palpable regional nodes. 3. Is this 
lesion related to the small lesion on the heel? 
4. Are they entirely independent and of different 
character? 5. Is this lesion related to the one 
removed from the heel 36 years ago? 


Discussion 


Dr. Wicpert SacHs: Evidently it is a primary 
and not a secondary lesion, because there are 
definite nests in the lower portion of the epidermis. 
While one might think it is just an ordinary 
junction nevus, some cells are very large, with 
large nuclei, and the granular cytoplasm made us 
think of nevocarcinoma. 

Dr. Georce M. Lewis: I think that Dr. Costello 
will have to decide just how vigorously he treated 
this lesion and whether he should excise further. 
Simple excision would probably be helpful. If 
nothing is found on histologic study, a cure may 
be confidently expected. I think it would be com- 
forting to Dr. Costello to have an excision, and 
I suggest that be done. 

Dr. Perry SAcHs: The epidermis in the involved 
area was arranged similarly to that seen in sebor- 
rheic verruca. 

Dr. JAck Wotr: I agree fully with the remarks 
made by Dr. Lewis and think adequate excision 
is all that is required. This appears to have been 
primary and unrelated to the lesion on the foot. 
The more seemingly minor lesions are examined 
histologically, the more surprises we get. A small 
piece of tissue might be removed from the area 
on the heel. In view of the many questions raised 
here, a comprehensive study would be interesting. 

Dr. AntHoNy N. Domonkos (by invitation) : 
I agree with the suggestions of Drs. Lewis and 
Wolf and think that the lesion should be excised. 
Also, I think that a biopsy should be made from 
the lesion on the heel. How far Dr. Costello 
should go after that is a matter of personal opin- 
ion. I know that in cases similar to this, dissection 
of the draining lymph glands has been done as a 
prophylactic measure. Our thinking today is that 
regional node dissection should be done, but there 
is a great deal of controversy as to whether or not 
that is indicated. 

Dr. ANTHONY C. CrpoLLaro: I think that the 
lesion has been thoroughly removed with the 
electrosurgical procedure employed. Certainly there 
is no evidence of proliferation, and if any cells 
had been left behind I think that we would have 
seen indications of them tonight. In view of the 
question of melanoma, even though that diagnosis 
has not been established, I think that wide dissec- 
tion—that is, % in. all around and right down to 
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the muscle, would be sufficient. The wound would 
be closed by suturing. Of course the tissue removed 
should be thoroughly examined histologically. If 
the lesion on the foot has been there for 35 years, 
I don’t think that the foot is the primary site. 
I think that the present lesion on the calf, if it is 
a melanoma, is a primary lesion. 

Dr. Wizpert Sacus: I think that one of the 
most useful suggestions we have made is the con- 
cept of early nevocarcinoma. I agree with Dr. 
Lewis that a small surgical excision is indicated, 
followed by regional biopsies; if they are positive, 
we shall have to go further. However, I should 
certainly not recommend glandular resection. 

Dr. Davip Bioom: I agree with Dr. Rosen that 
the most important thing in this case is to have 
a definite diagnosis. As clinicians differ frequently 
in their clinical diagnoses, so do pathologists in 
their interpretations of the slide under the micro- 
scope. I therefore suggest that in this case several 
pathologists should give their opinions, the clinician 
to decide which procedure is best. I may mention 
as an example the case of a young woman dancer 
who showed a distorted nipple of six month’s dura- 
tion. A biopsy was reported by a dermato- 
pathologist and a general pathologist as “suspicious 
of Paget’s disease.” The surgeon was ready to 
remove the breast. However, the same slide was 
examined by another pathologist who did not con- 
sider the abnormal cells as Paget’s cells. Because 
of this discrepancy of opinion the whole nipple 
was removed and thoroughly examined patho- 
logically. It was definitely established that the 
patient did not have Paget’s disease of the nipple. 

Dr. M. J. CosteLto: The slide has already been 
seen by four pathologists; the Doctors 
Sachs think that she has early nevocarcinoma, the 
third thinks that it is nevocarcinoma, and the fourth, 
junction nevus or “juvenile melanoma.” I have seen 
this type of histologic picture in lesions beginning 
in a mole and in a junction nevus suspicious of 
melanotic or carcinomatous degeneration, but in 
this case there was nothing to suggest the slightest 
possibility of melanoma clinically; it looked just 
like a seborrheic keratosis. I injected procaine 
and applied a sharp curet, and the lesion came off 
just as would a seborrheic keratosis. This problem 
is coming up all the time. If this woman got into 
the hands of surgeons they would insist on a radical 
type of surgery. I intend to suggest adequate con- 
servative excision and let it go at that. I think 
that there is only 1 chance in 100 of deeper in- 
volvement of tissues, but since there is that chance, 
we might as well give her the benefit of the doubt. 

Dr. A. C. Crpottaro: I believe that one of the 
most unfortunate things in dermatology was the 
introduction of the term juvenile melanoma as a 
synonym for junction nevus. The term should 
never be used, and we as dermatologists should 
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take every opportunity to avoid it. If we are talk- 
ing about a nevus, let us talk about a nevus and 
not interject the idea of a horribly severe prognosis 
to an essentially benign lesion. 

Dr. Maurice J. CosteLtto: The patient got to 
Dr. Pack, who performed a radical local excision, 
right down to the fascia, with a skin graft. 


Diffuse Alopecia (Early Pseudopelade?). Pre- 
sented by Dr. PAaut Gross. 

A girl aged 19 was born in Vienna and lived in 
Israel for 16 years before coming to this country 
2%4 years ago. Five years ago she was treated 
for active tuberculosis and responded well to 
chemotherapy. For over a year she has complained 
of loss of hair of the scalp. She has gained about 
7 Ib. in six months. 

The father had a full growth of hair, but the 
mother’s hair has shown thinning in recent years. 

The hemogram and urinalysis were normal, and 
serologic tests for syphilis were negative. The 
basal metabolic rate was minus 21%, and the serum 
cholesterol, 257 mg. per 100 cc. A vaginal smear 
indicates fairly good estrin effect. 

There is definite thinning out of the hair in the 
frontoparietal region of the scalp. The hair itself 
is course, and in some areas there are small spots 
suggestive of follicular atrophy. On both cheeks 
are palm-sized patches of mottled erythema, but 
there is no definite keratosis pilaris. 

The patient has been treated with thyroid extract 
in small doses and with various other treatments, 
without effect. 


Discussion 


Dr. Jack WotrF: This young girl has not only 
front=l alopecia but alopecia over the entire scalp. 
She has keratosis rubra which probably carries 
over to the follicles of the scalp and accounts for 
the extensive beading of the hair and the loss of 
hair. Unfortunately nothing can be done for this 
condition and she will probably continue to lose 
hair. 

Dr. M. J. Costetto: Dr. Rosen should be con- 
gratulated on his clinical acumen in this case. As 
the patient sat there I noticed the wiry appearance 
of the hair which was abnormal; it remained for 
Dr. Rosen to examine the hair and point out the 
nodes, making the diagnosis of monilethrix. 

Dr. WILBERT SACHS: All who saw the hair under 
the microscope will corroborate Dr. Rosen’s diag- 
nosis of monilethrix. I have never examined the 
follicles of these hairs. The beaded area is the 
normal and the thin area is the abnormal atrophic 
part. Everybody examines the hairs, and nobody 
examines the follicles. 

Dr. Davin Boom: The great majority of cases 
of monilethrix show lichen pilaris on the scalp or 
neck. Nevertheless, the microscopic examination 
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of the hair in this case establishes the diagnosis. 
The alopecia in the mother may very well be due 
to the same cause, as monilethrix is dominantly 
inherited. 

Dr. IsaporE Rosen: This is a mild case of 
monilethrix (aplasia pilorum moniliformis). These 
cases are always associated with a certain amount 
of loss of hair. In this case I believe on account 
of her age the hair loss limit has been reached. 
The hair is known to have a wiry feeling, and one 
can see the nodes in the shaft with the naked eye. 


Dr. Frank C. Compes: She has 257 mg. of 
cholesterol. This is much too high for any person. 
I should recommend a determination of poly- 
unsaturated fatty acids in her blood and of vitamin 
A. On both cheeks she has punctate and macular 
atrophy. Follicular plugging may cause this and 
is a feature of low vitamin A and blood unsatu- 
rated fatty glycerides. 

Dr. Paut Gross: I am grateful to Dr. Rosen 
for his discussion. The small areas of follicular 
atrophy certainly ruled out simple diffuse alopecia. 
Although there was no typical keratosis pilaris 
present, the redness of the cheeks suggested a kera- 
tosis pilaris rubra faciei. On the basis of micro- 
scopic findings by Drs. Rosen and Sachs, I shall 
have to accept this as a mild and atypical case of 
monilethrix. The patient’s mother developed some 
loss of hair in the frontoparietal region only 
recently, and the hair shows no evidence of 
monilethrix. 


Collagen Disease (Dermatomyositis?). Pre- 


sented by Dr. ANTHONY C. CIPOLLARO. 

A woman aged 57 was first seen on Sept. 17, 
1957. About eight or nine months ago the patient 
noted an eruption on the hands and face. The facial 
lesions have been transient, but those on the hands 
have persisted and have been accompanied by 
burning. According to the patient she also had 
infections around the nails at one time. In addi- 
tion to her dermatologic complaint, the patient has 
had lassitude for about the same period, pain in 
the extremities, and difficulty in walking because 
of back pain. 

Atrophic white patches are present on the dorsal 
surfaces of the metacarpophalangeal joints and 
the interphalangeal joints. Surrounding these areas 
the skin is erythematous and almost telangiectatic. 
At the nail bases the atrophy and telangiectasia are 
particularly apparent. 

Serologic tests for syphilis were negative, and 
urinalysis was normal. The hemoglobin was 
14.5 gm. per 100 cc.; red blood cell count, 4,020,000, 
and white blood cell count, 9350, with polymor- 
phonuclear neutrophils 61, lymphocytes 35, and 
eosinophils 2. The erythrocyte sedimentation rate 
(Westergren) was 61 mm. in an hour. 


Biopsy specimen from the right hand showed a 
diffuse collagen disease syndrome consistent with 
dermatomyositis. 


Discussion 


Dr. Jack Wotr: I agree with the diagnosis of 
collagen disease. I asked Dr. Cipollaro whether 
L. E. preparations had been made, because I am 
inclined to a diagnosis of systemic lupus erythema- 
tosus. I think that probably if the sections had 
been reviewed with the thought of lupus erythe:.a- 
tosus in mind, that diagnosis might have been sug- 
gested, and I believe that the case requires further 
investigation along those lines. If we cannot satisfy 
ourselves that it is systemic lupus erythematosus, 
I would go along with dermatomyositis. 

Dr. M. J. Costetto: I would agree with the 
diagnosis of the presenter. I think the patient has 
dermatomyositis. One of the clinical criteria I 
have found in differentiating systemic lupus ery- 
thematosus from dermatomyositis is difficulty in 
swallowing in the latter disease. Almost invariably 
patients with dermatomyositis have difficulty in 
swallowing, as this patient has, and it is rare in 
lupus erythematosus. The telangiectasia on the 
knuckles is characteristic, and the loss of hair, 
erythema, and edema of the scalp are all suggestive. 
I would not hesitate to make that diagnosis. I 
think that this patient should have a pelvic ex- 
amination not once but every couple of months, 
because dermatomyositis is so frequently associated 
with ovarian carcinoma and the tumor may not be 
discernible on the first or second examination. 
These patients will show amelioration of all symp- 
toms after operation, with recurrence if metastases 
develop. In that event I think that steroids should 
be cautiously administered. 

Dr. Joun McCartuy (by invitation): I agree 
with the diagnosis as presented, for the reasons 
given by Dr. Costello. In addition to the genitouri- 
nary system, the gastrointestinal tract should be 
thoroughly investigated. Three of four cases I 
have seen in the past year have died of gastro- 
intestinal cancer. One died of a subdural hematoma 
following trauma, and at autopsy a metastatic 
carcinoma was found, the primary lesion being an 
adenocarcinoma of the colon. 

Dr. Perry SacHs: The woman’s “washed out” 
appearance certainly suggests possible malignancy. 

Dr. Paut Gross: I wish to underline particularly 
the remarks of Dr. Costello regarding the need 
of repeated examinations for malignancy. The 
tumor most often escaping diagnosis in these cases 
seems to be adenocarcinoma of the ovaries. The 
high sedimentation rate in this case, which un- 
doubtedly is one of dermatomyositis, also shows 
need for searching for malignancy. This disease, 
except for its very acute form, does not give the 
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high values of erythrocyte sedimentation as seen 
in systemic lupus erythematosus. 

Dr. A. C. Crpottaro: In my own mind I was 
ot sure that we were dealing with dermatomyositis. 
I was thinking also of systemic lupus erythema- 
tosus. I have found reddening of the knuckles 
and palmar pads not only in dermatomyositis but 
also in periarteritis nodosa, and so that in itself 
was not a sufficient diagnostic feature. I have been 
swayed by Dr. Costello’s observations, and on that 
basis I put down dermatomyositis because the case 
had some of the features that he mentions. This 
patient has a systemic disease, obviously, and she 
should be handled by a medical team, not by any 
one person, because various organs are involved 
and one person will not have enough knowledge 
to evaluate and treat properly a patient of this 
sort. I tried to get her into New York Hospital, 
but there was a great deal of reluctance on her 
and her family’s part. Now, on the basis of what 
has been said here tonight, I shall try to have her 
admitted. 


Xanthoma Tuberosum Multiplex. Presented by 

Dr. Maurice J. Coste to. 

A white woman aged 47 was first seen by me 
11 years ago, at which time she had xanthoma 
tuberosum multiplex. The lesions have increased 
in size and number since then; some have dis- 
appeared without trace, and others have appeared, 
especially on the palms, elbows, and knees. 

Xanthelasma palpebrarum is present. 

The patient’s mother had diabetes. 

The patient enjoys good health. There is no 
angina and no intermittent claudication. Her blood 
pressure is 170/100, and her weight, 196 lb., an 
increase of 23 Ib. in 11 years. 

Recent laboratory work showed blood choles- 
terol, 660 mg. per 100 cc., blood sugar 167 mg. per 
100 cc., urea nitrogen 12 mg. per 100 cc., creatine, 
hemoglobin 81%, red blood cells 4,380,000, and 
white blood cells 8800, with mature cells 55%, 
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immature cells 4%, lymphocytes 35%, and mono- 
cytes 5%. 


Discussion 


Dr. AprtAN Bropey: It would be interesting to 
see how effective Arcotoc would be in this case. 

Dr. Frank C. Combes: I agree, and I think 
that the case offers an excellent opportunity for 
treatment with linoleic acid. 

Dr. Davin Bioom: I am not convinced that we 
are dealing with xanthoma tuberosum, as I have 
not been aware of lesions in that disease dis- 
appearing or getting smaller under the influence 
of diet. This case may well have a causative rela- 
tionship to the diabetes. A complete examination 
of the serum lipids should be done. I would also 
examine the other members of the family for 
hypercholesteremia which would add to the clari- 
fication of the diagnosis. 

Dr. Maurice J. Coste.to: I have seen the pa- 
tient only twice in 12 years, and the diabetes is 
recent. This woman has had these tuberous lesions 
on the elbows and knees all these years, and today 
she pointed out areas of hyperpigmentation where 
she had previous lesions. Dr. Lewis presented a 
patient with this disease who improved on a low- 
fat diet- 

Dr. Frank C, Compses: It is very possible that 
these lesions may be improved by the application 
of pressure dressings, diet, and medication. I should 
suggest a diet low in saturated fatty acids and 
sugars and high in foods containing magnesium, 
unsaturated fatty acids, pyridoxine hydrochloride, 
vitamin A, and phosphorus. 


Papulonecrotic Tuberculids. Presented by Dr. Paut Gross. 

A Case for Diagnosis (Hypertrophic Psoriasis?). Presented 
by Dr. Davin Bioum. 

Eryth 

C. CrroLiaro. 


Pemphi Presented by Dr. ANTHONY 





Lichen Sclerosus of the Shoulder, Showing Koebner 
Phenomenon. Presented by Dr. Paut Gross. 


THE METROPOLITAN DERMATOLOGICAL SOCIETY OF LOS ANGELES 


Edward L. Murphy, M.D., President 
Laurence J. Underwood, M.D., Vice-President 
Eliot Wolk, M.D., Secretary 


Oct. 22, 1957 
Darier’s Disease. Presented by Dr. Crete S. 

Dorsey. 

The patient is a 57-year-old white woman, born 
in America, who first noticed a scattering of dis- 
crete warty growths in both palms at the age of 
12. Gradually, over a period of the next 30 years, 
discrete flesh-colored flat warty growths appeared 
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elsewhere on her body, especially in the temple 
areas and the midline areas of her face and back. 
Until 10 years ago the condition was rather benign. 
The warty growths were flat and few in number, 
and, being flesh-colored, were easily covered with 
make-up. For the past 10 years, however, she has 
had constant medical attention because of other 
illnesses (bronchiectasis, emphysema, and chronic 
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Fig. 1—Low-power view of individual lesion of 
Darier’s disease. Note gross resemblance to a benign 
tumor. The pathologist interpreted this as an 
adenoacanthoma of sweat gland origin. 


cardiac decompensation). As her health has failed, 
her skin condition has become worse. When she 
was first seen at the Good Hope Clinic, in August, 
1955, her dermatosis involved the entire face, the 
neck, the upper chest and back, and the lower legs. 
On the upper part of her body, the lesions, although 
numerous, were for the most part discrete or in 
sm-'l groups. The process involved the skin of 
the soles in irregular, sharply circumscribed plaques 
which were dry and thickened and studded with 
punctate keratoses. The condition’ has become 
worse on the lower legs during the past year, since 
her legs have become chronically edematous. There 
has been no similar affliction in other members of 
her family. 

Routine urine and blood tests have always been 
normal, except as they reflected bouts of lung 
infection and cardiac decompensation. Blood vita- 
min A levels have never been studied. 

The patient has taken vitamin A for most of the 
past 10 years at the rate of 100,000 units daily. 
Several months ago she was given a trial of 250 mg. 
of chloroquine daily for 40 days. This seemed to 
aggravate the eruption. In the past, only one other 
thing has aggravated it and that was hot weather. 
Several attempts have been made to remove facial 
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Fig. 2.—Higher-power view of same lesion as in 
Figure 1. Corps ronds and grains can be seen 
being cast off into the spaces between the villus 
tumor-like projections. 


lesions with bichloracetic acid, but after a period 
of initial improvement treated 
always returned. 


lesions so have 

The microscopic picture at low power is domi- 
nated by an invagination of the epidermis which 
superficially resembles keratoacanthoma or mollus- 
cum contagiosum. The mouth of the invaginated 
area is filled with hyperkeratotic epithelial debris 
and some dyskeratotic epithelial cells which bear a 
marked resemblance to the Tzanck cell of pem- 
phigus. The cavity of the invaginated area is filled 
with filiform branching strands of tissue lined on 
both sides with dyskeratotic Tzanck-cell-like 
epithelial cells. In between these branching strands 
are irregular empty spaces into which epithelial 
cells are being shed. In areas of epidermis adjacent 
to the large solitary lesion can be seen marked 
follicular hyperkeratosis plus beginning downward 
growth of the epidermis, with the formation of fili- 
form strands of dyskeratotic cells separated by 
clear spaces. 

The pathologist who originally examined -this 
histological specimen diagnosed it as an “adeno- 
acanthoma of sweat-gland origin’—an under- 
standable error in view of the tumor-like growth 
which dominates the present biopsy tissue specimen. 
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Discussion 


Dr. Laurence J. Unperwoop: I think that the 
specimen reveals features upon which one can make 
a diagnosis of Darier’s disease. There are marked 
hyperkeratosis, lacunae, villae, corps ronds, and 
grains. It was interesting that masses of cells were 
present in the cutis which a pathologist interpreted 
as an adenomatous structure of the sweat glands. 
This has beem pointed out in past literature as 
resembling syringocystadenomatosus _ papilliferus 
(Beerman, H.: Hypertrophic Darier’s Disease and 
Nevus Syringocystadenomatosus Papilliferus, Arch. 
Dermat. & Syph. 60:500, 1949). Dr. H. Beerman 
also presented a case of similar pathologic findings 
at the 1956 Pacific Coast Dermatologic Society 
pathologic conference, 

Clinically, the morphologic features, with tannish 
papules and plaques, are compatible with the diag- 
nosis of Darier’s disease. The chronic and per- 
sistent course, even with prolonged vitamin A 
therapy, is usual. The patient apparently has not 
had the significant aggravation in the summer 
months which many with Darier’s dermatosis do 
have. 

Dr. Harotp C. FisHMAN: I should like to see 
some corps ronds and grains. I couldn’t find any 
in that section. Clinically, it is Darier’s disease. 

Dr. Error Work: I should like to ask the pre- 
senter what it is that this patient “squeezes out 
of the lesions.” 

Dr. CrypeE NorMAN (by invitation): I should 
suggest a trial of Diodoquin in Darier’s disease. 

Dr. Crete S. Dorsey: I was particularly inter- 
ested in the fact that this patient has not improved 
with vitamin A therapy, even though such therapy 
has been continued at high levels for almost 10 
years. It was also interesting to observe that in 
this patient the state of her general health had a 
bearing on the course of the dermatosis. It is only 
since she has been seriously ill, for the past five 
years, that her skin condition has become severe 
enough to be a problem. Until her legs began to 
swell because of cardiac decompensation she had 
never had lesions on the legs. Then instead of 
getting a stasis dermatitis, as some other patient 
might have, she developed Darier’s disease on the 
feet and soles. The involvement of the soles dem- 
onstrates that this condition can involve skin 
which is devoid of hair follicles. 

The question has been raised as to whether or 
not dyskeratotic cells are visible in the microscopic 
picture. They definitely are. There are epithelial 
cells here which are round, without prickles, and 
have a dark-staining thickened rim of cytoplasm 
at the periphery and dark-staining pyknotic nuclei. 
To be sure, the individual lesion shown in this 
section looks a great deal like a molluscum con- 
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tagiosum or a keratoacanthoma, but typical corps 
ronds are present. 

The material which comes out when the patient 
squeezes a lesion is the keratotic core which can 
be seen (on lower power) plugging the orifice of 
the cyst-like tumor. 

I shall try Diodoquin, as suggested, as well as 
more vitamin A by the parenteral route. 


Leukemia Cutis, Acuta. Presented by Dr. STAN- 

ToN B. May. 

A 60-year-old white man from England, who was 
first seen by me on July 23, 1957, states that he had 
noted redness, swelling, itching, and “sunburn” of 
his face, neck, trunk, legs, and arms for about one 
year. He states that this started as a hand eruption 
—the backs of the hands were dry and scaling— 
and several months later spread to the forearms 
and face, and, gradually, the whole body became 
involved. In addition, he noted swelling in the 
groins, and, about seven or eight months prior 
to my first examination, he had been greatly 
swollen. He had previously been under the care 
of an osteopathic dermatologist who administered 
x-ray in a dosage of about 640 r. A blood cell 
count of 14,800 WBC and 4,670,000 RBC and 
hemoglobin of 96% were reported by the oseto- 
path; no differential count was reported. The pa- 
tient had <intense pruritus, 

Physical examination reveals the skin of the 
whole body involved’ in a_ thickened diffuse 
erythema, with some moisture and lichenification. 
No scaling is noted. Huge, enlarged lymph nodes 
are felt in the inguinal, femoral, axillary, and 
epitrochlear areas. The liver and spleen are not 
palpable. 

X-ray of the chest failed to reveal any lesion. 
No mediastinal lymphadenopathy was found. 

Biopsy of the skin revealed that the epidermis 
was mildly edematous and that there was a heavy 
dense iocalized upper cutis infiltrate of a poly- 
morphous type. The nuclei were pale and scattered; 
the cells were large. This infiltrate occurred about 
the vessels in the cutis, but otherwise the cutis 
was normal. 

Blood cell count: Sept. 24, 1957: WBC 18,700, 
platelets normal. October 22, 1957: RBC 5,500,000, 
WBC 74,425. Differential count: neutrophils 28.5% 
(0.5% stab forms), eosinophils 16%, lymphocytes 
6.5%, monocytes 4%, primitive blast cells (un- 
classified) 44%. 

The pathologist made a diagnosis of acute 
leukemia, type not determined as yet. 

Treatment has consisted of administration of 
x-rays to the enlarged nodes, with some diminution 
in their size; tar baths; procaine orally;’ testos- 
terone injections, Mook’s lotion, and skin creams. 
Patient was referred to an internist on Oct. 1, 
1957, but has not continued his studies. 
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Discussion 


Dr. Stanton B. May: (Slide) The most strik- 
ing thing seen on the section is this heavy infiltra- 
tion in the upper portion of the cutis, in a 
band-like arrangement. We have been taught that 
this is suggestive of leukemic infiltrations. There are 
many types of cells; many are large, and their 
nuclei are pale and indefinite in outline. The cells 
are numerous and closely packed. I feel definitely 
that this man’s dermatosis is due of course to 
what we see in his blood picture, some type of acute 
leukemia, type yet undetermined. 

Dr. Crete S. Dorsey: I thought that I saw 
some malignant cells in the cutis. When I saw this 
patient, I felt that the designation leukemia cutis 
was incorrect because the clinical picture was just 
like any erythroderma which one might see as a 
toxic reaction to a lymphoblastoma. One always 
wonders when he sees erythroderma accompanied 
by blood findings which indicate leukemia or one 
of the lymphoblastoma group, whether there are 
malignant cells in the skin causing the erythroderma 
or whether the erythroderma is purely a_ toxic 
reaction. I thought that I saw scattered malignant 
cells in the cutis in this case, and I wondered if 
anyone else did. I feel that the diagnosis of leu- 
kemia cutis is warranted here, rather than simply 
erythroderma associated with leukemia. 

Dr. Harotp C. FisHMAN: While some of the 
cells are small round cells, there is a tremendous 
variation, not only in the intensity of the staining 
but also in the size and the shape of the cells. 
Some of the cells are rather large, almost like 
epithelioid cells. I think that this is a nonspecific 
type of reaction, and I do not think that one can 
make a diagnosis just from looking at this slide. 
I think that this is leukemia of the skin in which 
the diagnostic features of a lymphoma are not 
characteristic. 

Dr. Harotp Price: This case can be accepted 
as one of lymphomatous erythroderma. There are 
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Superficial Epitheliomatosis, Treated. Presented 
by Dr. HERMAN BEERMAN, Dr. Herpert A. 
LuscoMBE, and (by invitation) Dr. C. GreEen- 
BAUM. 

A white woman aged 41 had pulmonary tuber- 
culosis in 1933 and underwent a right thoracoplasty. 
She presents numerous atrophic scars on her back 
at the sites of treated lesions. There are also 
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two types of cutaneous changes in lymphoma: (1) 
a nonspecific inflammatory toxic or “id” response 
and (2) a true lymphomatous infiltration in the 
skin. The theory has been advanced that the type 
of response will depend in large measure on the 
immunological or so-called resistance status of the 


skin. If conditions are such that lymphomatous 


cells reaching the skin are rapidly destroyed, an 
“id” reaction prevails, whereas, on the other hand, 
if the lymphomatous cells remain viable a true 
lymphomatous infiltration occurs. In this case we 
have a true lymphomatous erythroderma. Similarly, 
in leukemia, with changes in the peripheral blood, 
any type of cutaneous change may attract leukemic 
cells to produce leukemic infiltration at the skin 
site. Herpes zoster occurring during leukemia may 
reveal leukemic infiltration in the lesions. 

One other thing to consider in this case is the 
possibility of complicating Trichophyton purpureum 
infection. 


Pityriasis Lichenoides et Varioliformis Acuta of Haber- 
Presented by Dr. Stanton B. May. 


mann. 


Multiple Infected Sebaceous Cysts of Scalp. 


Presented by 
Dr. Davip N. ALcon. 


Granuloma Annul 





e and Knuckle Pads Co-existing in the 


Same Patient. Presented by Dr. Ciete S. Dorsey. 


Diseussion on X-Ray Therapy. Presented by Dr. LaurRENCE 
J. UnpERwoop and Dr. Wa.ter S. GREEN. 


Recalcitrant Pustular Eruption. Presented by Drs. Cues- 
TER M. SipELtt, Gorpon J. Erickson, and Jacx E. Mc- 
CLEARY. 


Case for Diagnosis: Polymorphous Sunlight Sensitivity 
Dermatoses? Presented by Dr. Harotp C. FisHMAN. 


Chronic Benign Familial Pemphigus (Hailey and Hailey). 
Presented by Dr. Jack KRAMER. 


Case for Diagnosis: Possible Lichen 


Presented by Dr. Harorp Price. 


Myxedematosus? 


Pemphigus Vulgaris Suppressed by Steroid Therapy. Pre- 
sented by Dr. Laurence J. UnNpDERWoop and Dr. WALTER 
S. GREEN. 


Case for Diagnosis: Lymphadenosis Benigna Cutis. 
sented by Dr. Etiort Wo vk. 


Pre- 


scattered small pearly papules with telangiectasia 
and scaling. In 1950 the patient developed in the 
scar on her back a nodule which ulcerated and 
bled and healed slowly but never completely dis- 
appeared. 


A complete blood cell count revealed hemoglobin 
of 11.6 gm., with normal leukocyte and differential 
counts. 
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Two biopsies were done, one on Oct. 3, 1956, 
and one on Noy. 7, 1956, both being reported as 
basal-cell epithelioma. 

The patient has been treated with 20% podophyl- 
lum resin in benzoin tincture and also with a 10% 
tincture. 


Discussion 


Dr. Meyer L. NIEDELMAN: Patients with mul- 
tiple lesions present a serious problem. All of the 
lesions will eventuate into epitheliomata of the 
basal-cell type if these changes are not already 
present. I have at present a 30-year-old woman 
who has 60 lesions scattered over her face and 
body. Some are small, but the majority are too 
large for desiccation. Although electrocoagulation 
can be used on the small lesions, excision with 
either primary suturing or skin grafting or flaps is 
better for larger lesions. This treatment must be 
carried on over a long period. I would hesitate to 
use podophyllum resin on a potentially malignant 
lesion when other, more direct, means of destruction 
are available. I have seen many recurrences unless 
the lesions are thoroughly destroyed. 

Dr. Herpert M. Leavitr (Easton, Pa.) : I have 
had to treat some of these patients over a long 
period of time, and I have followed them over 
five or six years to observe the effects. As far as 
excision is concerned, I imagine it would be prac- 
ticable if there are a few isolated lesions, but in 
the patient seen today it would be a very difficult 
problem to excise all the areas involved. I have 
treated some with roentgen rays, some with grenz 
rays, and some with podophyllum resin, and I feel 
that roentgen-ray therapy is probably the worst 
so far as final result is concerned, especially in 
young persons. Podophyllum resin gives the next 
best result, and perhaps it is the easiest to use, 
because you can treat a large number of lesions 
with a minimum of difficulty technically. All of 
the patients that I have followed were free from 
local recurrence, even when treated with podophyl- 
lum resin, although many new lesions will appear 
from time to time. The grenz rays give the best 
final effect so far as cosmetic result is concerned, 
but they do require more time for treatment. In 
this case I would use podophyllum resin because 
of the large number of lesions and their small size. 

Dr. Joun P. Scurry (Reading, Pa.): Would 
Dr. Leavitt consider gently abrading the lesions 
before applying the podophyllum resin? 

Dr. Herpert M. Leavitr (Easton, Pa.): That 
is the method I prefer to use. I take a curet, abrade 
the lesion very lightly, treat it with trichloro- 
acetic acid in order to get as much keratolytic 
effect as possible, and then put on 20% podophyllum 
resin with compound benzoin tincture; after about 
three or four weeks the crust drops off and the 
lesion heals. 
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Dr. JoHN F. Witson: What has happened to 
the favorite old method of curettage and electro- 
surgical destruction of the lesions? I feel that 
in this type of lesion I would still use that method. 
I have treated a number of similar cases of super- 
ficial basal-cell epitheliomata, and I believe that 
you can get better results and control the disease 
better in this way than you can with any other 
form of therapy. 

Dr. Reusen ScHwartz: I believe that many of 
these superficial basal-cell epitheliomas are cured 
by curettage alone and that the electrosurgery may 
just control the bleeding. If you are going to use 
the podophyllum resin technique and do preliminary 
curettage, the abrasion or curettage may be the 
agent effecting the cure. 

Dr. Louts JAFFE: It is not so much a question 
of how wide and how deep you go on the indi- 
vidual lesions. The fact that they are apt to spring 
up multicentrically is what makes the condition 
difficult to cure. 

Dr. JAMEs M. Fioop (Sayre, Pa.): This is the 
second case I have seen in a person who has had 
pulmonary tuberculosis. These patients were 
treated with artificial pneumothorax, and _prac- 
tically every time, before or after treatment and 
sometimes on both occasions, they were fluoro- 
scoped. The other patient was a man who had 
been treated with artificial pneumothorax in one 
of the New York hospitals and was used as a 
demonstration patient during the early days of 
artificial-pneumothorax therapy. He had a very 
definite late x-ray effect on his back and was de- 
veloping both basal-cell and squamous-cell car- 
cinoma. This girl also shows some telangiectasia 
in some of these areas, and I am wondering 
whether we are not going to see more of these 
cases as time goes on, as the result of repeated 
fluoroscopic examination. 

Dr. THomas ButrerwortH (Reading, Pa.): I 
think that dry ice should be mentioned in the 
management of superficial epitheliomatosis. I have 
treated many such lesions with a great margin of 
safety and splendid cosmetic results. 

Dr. STEPHEN T. WHELAN: A lot of these pa- 
tients with multiple basal-cell epitheliomas have 
received arsenic in the past. It is well to question 
them about past ingestion of potassium arsenite 
solution (Fowler’s solution) or other medications 
that may have contained arsenic. 

Dr. JAMES M. Fioop (Sayre, Pa.): This girl 
said she had had no arsenic. 

Dr. J. M. Scutpxkraut (Trenton, N. J.): I 
have had good results with 20% podophyllum resin 
and 15% salicylic acid in equal parts of acetone 
and alcohol. 

Dr. Herpert A, Luscomse: This patient has 
improved tremendously with podophyllum resin. 
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Capillary Hemangioma 
Capillary Hemangioma. Presented by Dr. HEr- 
BERT A. LuscoMBE and (by invitation) Dr. C 
GREENBAUM and Dr. JUMBALA. 
A white man aged 64 presents on the extensor 
surface of the left leg groups of vascular nevi of 


various sizes and of an uneven blue color. Most 
of the lesions are covered with a dry crust. There 
are a few small areas of involution on the upper 
part of the lesions. The lesions bleed easily. 

The patient gave a history of having had purplish 
lesions on the left leg since birth. In 1907 the leg 
was operated on for a keratotic lesion. The lesions 
are aggravated by trauma, and they enlarge, crust, 
and bleed easily. 

The patient has myocardial infarction. 

A complete blood cell count revealed 13.6 gm. 
hemoglobin and a normal leukocyte and differential 
count. The serologic tests for syphilis were non- 
reactive. 

The report on the biopsy (Sept. 30, 1957) was 
capillary hemangioma. 

Discussion 

Dr. Hersert A. Luscomse: I did the biopsy on 
this patient myself; it was a verrucous lesion but 
showed only angioma. 

Lichen Sclerosus et Atrophicus. Presented by 

Dr. Joun P. Scutty (Reading, Pa.). 

A white girl aged 3 presents pale white shiny 
atrophic skin of the labia minora, with surrounding 
erythema and telangiectatic vessels (almost arterial 
varicosities) superimposed. 

The child was seen on May 25, 1957, with a 
complaint of itching and burning of the vulvar 
area of three months’ duration. The mother had 


noted what she thought was a blood clot around 

the urethral orifice. 

The patient has been treated with 125 mg. of 
chloroquine twice daily with relief of the pruritus 
but little change in the clinical picture. 

Discussion 

Dr. JoHN F. Witson: This disease is far com- 
moner in children than was previously thought, and 
I suppose the reason it has not been recognized is 
simply the reluctance of many mothers to examine 
or draw attention to this portion of the anatomy 
in children. I certainly agree with what has been 
said before about the improvement in these patients. 
It has been my impression that they will improve 
spontaneously, regardless of what is done. I believe 
that the pruritus is purely a secondary mechanical 
reaction on the basis of a superimposed intertrigo. 
The hemorrhagic appearance is common, and I 
think that that is secondary, too. 

Dr. Jonn P. Scutty (Reading, Pa.): I think 
that this condition is comparable to balanitis 
xerotica obliterans in the male. In two cases of 
this condition pruritus was also a complicating 
feature and the pruritus promptly subsided on the 
use of chloroquine. 

Dr. Herpert M. Leavitt (Easton, Pa.): A 
hemorrhagic lesion is common in lichen sclerosus 
et atrophicus. Hemorrhagic bullae often arise 
spontaneously and would seem to be something 
specific rather than an effect of local irritation. 

Dr. Joun P. Scutty (Reading, Pa.): I think 
that we may suppose it is an attempt to vascularize 
this sclerotic tissue and that new vessels, meeting 
with resistance, become varicosed in the process, 
just as seems to occur in x-ray atrophy with 
telangiectasia. 

Steatocystoma Multiplex. Presented by Dr. HERMAN 
BEERMAN and (by invitation) Drs. A. Trinipap and 
P. JuMBALA. 

Radiodermatitis; Keloid with Telangiectasis and Ulcera- 
tion; Sq Cell Carei (?). Presented by Dr. 
HERMAN BEERMAN and (by invitation) Drs. A. Trin1pap 
and P. JumMBALa. 

Annular Lichen Planus. 
MAN and (by 
TRINIDAD. 

Case for Diagnosis: Pityriasis Rosea; Seborrheic Derma- 
titis; Secondary Syphilis? Presented by Dr. HERBERT 
A. Luscomse and (by invitation) Dr. JumBata. 

Kaposi’s Sarcoma. Presented by Dr. HERMAN BEERMAN. 

Scleroderma. Presented by Dr. Hersert A. LuscomsBeE 
and (by invitation) Dr. C. GrEENBAUM. 

Aene Urticata Polyeythemica. Presented by Capt. J. H. 
Locxwoop (MC), U .S. N. 

Generalized Guttate Psoriasis. Presented by Dr. HERMAN 
BEERMAN and (by invitation) Drs. P. Jumpata and 
A. TRINIDAD. 

Hypertrophie Lichen Planus. Presented by Dr. CHARLES 
G. MeEnpeEtson (by invitation). 


Cireumseribed Scleroderma (Morphea). Presented by Capt. 
J. H. Locxwoop (MC), U. S. N. 





Presented by Dr. Herman BEER- 
invitation) Drs. P. Jumpara and A. 


Lichen Seclerosus et Atrophieus. Presented by Dr. JouN 
P. Scutty (Reading, Pa.). 
Chronie Lupus Erythematosus. Presented by Dr. JoHN 
P. Scutty (Reading, Pa). 
763 











Abstracts from Current Literature 


Srupies oN A Toxic CELLULAR COMPONENT OF Group A Streprococcr. JoHN H. ScHwap 

and Wiu1aM J. Cromartie, J. Bacteriol. 74:673-679 (Nov.) 1957. 

Remittent multinodular lesions of dermal connective tissue developed in rabbits after a 
single intradermal injection of a soluble extract oi Group A streptococcal cells subjected to 
sonic vibration. Extract of streptococci other than Group A, prepared in a similar manner, 
failed to induce this remittent multinodular lesion. The activity of the toxic material was 
markedly reduced by a temperature of 100 C for five minutes and appeared to be modified 
by combination with antiserum. It seems likely that further characterization of this toxic 
material may be a useful approach to the study of the mechanism of tissue damage in Group 
A streptococcal infections. 

BLANK, Miami, Fla. 


ANALYSIS OF LEuUKocyTIC EXTRACTS FROM GUINEA Pics HYPERSENSITIVE TO TUBERCULIN AND 
2,4-DINITROCHLOROBENZENE, W. S. JETER; K. A. LAURENCE, and P. M. SEEBouM, J. Bac- 
teriol. 74:680-683 (Nov.) 1957. 

Electrophoretic and passive transfer studies were done with extracts of peritoneal exudative 
leukocytes from tuberculin-sensitive, 2,4-dinitrochlorobenzene-sensitive, and normal donor guinea 
pigs. A new electrophoretic component resembling an a:-globulin was found in high concentra- 
tion in cells from sensitive donors which was lacking in normal cells. Positive passive transfer 
reactions were demonstrable with aliquot portions of more than 70% of extracts analyzed in 
both sensitive groups. 

BLANK, Miami, Fla. 


SysTeMIc Lupus ERYTHEMATOSUS IN IDENTICAL TWINS. ‘C. O. WAGENHALS ET AL., New York 

J. Med. 58:98 (Jan. 1) 1958. 

Disseminated tupus erythematosus occurred in identical twin sisters. The patients exhibited 
skin, cardiac, and pulmonary abnormalities. Lupus erythematosus cells were demonstrated in 
both. One sister manifested symptoms at the age of 22 years and died three years later. 
Symptoms in the other sister were first noted at the age of 26 when she was in the fourth month 
of pregnancy. In about the sixth month of pregnancy she delivered a stillborn male fetus. 
This patient died about one year after the onset of the symptoms. 

Norins, Chicago. 


5-HyDROXYTRYPTAMINE AND ANAPHYLACTIC SHOCK. R. K. SANYAL and G. B. West, Nature, 
London 180:1417 (Dec. 21) 1957. 

When a guinea pig is sensitized to horse serum and its uterine horn treated with antigen, 
there is maximal contraction to first addition of the specific antigen (Schultz-Dale reaction). 
If uterine horn is tested in the presence of an antihistamine, the reaction is blocked, whereas 
the presence of a 5-hydroxytryptamine antagonist, such as “BOL 148,” the bromo derivative 
of lysergic acid diethylamide, does not affect the reaction. The Schultz-Dale reaction in the 
guinea pig is, therefore, due to the formation of histamine. 

Similar experiments with rat uteri produce a completely different result. Histamine has no 
effect, whereas “BOL 148” completely blocks the reaction, showing that in the rat 
5-hydroxytryptamine is produced by the antigen-antibody reaction. 

MonasuH, Miami, Fla. 


Use or A HisTocHEMICAL TECHNIQUE TO DEMONSTRATE THE CUTANEOUS PENETRATION OF 
ADRENALIN AND Nor-AprENALIN. G. H. Bourne, Nature, London 180:1488-1499 (Dec. 28) 
1957. 

Fatty emulsions of 1:500 concentration of epinephrine and arterenol were rubbed onto the 
shaved skin of the rabbit, after which pieces of skin were removed at intervals of 5 minutes, 
20 minutes, and 1 hour. The skin was immersed in 5% ammoniacal silver nitrate solution for 
one hour to demonstrate the penetrztion of the epinephrine histochemically. In frozen sections 
silver granules were seen as deep as the subcutaneous tissues after only 5 minutes of application 
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to the rabbit skin. The authors thought that the solution seemed to have penetrated between 


the cells rather than through them. 
MonasH, Miami, Fla. 


VISUAL MANIFESTATIONS OF SCLERODERMA: SCLERODERMA AND CATARACT. G. AGUILERA MARURI 
and J. MrraAperx DEL Cerro, Actas dermo-sif. 48:303 (May) 1957. 

The authors review the systemic manifestations of scleroderma, with special attention to 
the lesions of the eye. A case of diffuse scleroderma and sclerodactilia with cataract is reported. 
There is an extensive bibliography and differential-diagnosis table in which scleroderma with 
cataract is differentiated from Rothmund’s syndrome, Werner’s syndrome, and myotonic 
dysplasia of Steinert. 

CANIZARES, New York. 
DerMo-OcuLaR MELANocytTosis (OTA Nevus). AARON KAMINSKY; JorGE DartTscH, and 
Jorce ApuraFiA, Arch. argent. dermat. 7:231 (Sept.) 1957. 

The authors report seven cases of ota nevus. Six of them were present in women. In all 

instances the condition had been present since birth, but in two the lesions had extended during 


adult life. In none of the cases were there deep ocular lesions. 
Canizares, New York. 


PROTEINA EN Psoriasis. FERNANDO N. Fer, Arch. argent. dermat. 7:243 (Sept.) 1957. 
In a study of 26 patients, the authors observed almost constant hypoalbuminemia and 


decrease of the albumin-globulin ratio, as well as a high percentage of hypogammaglobulinemia 
CaNIzarES, New York. 


ACROKERATOELASTOIDOSIS. ISMAEL PoMPosIELLO and SANTIAGO J. Mosto, Arch. argent. dermat. 
7:271 (Sept.) 1957. 

The authors report four cases with the clinical and histologic characteristics of the condition 
described as acrokeratoelastoidosis by Oswaldo Costa. This condition, usually bilateral and 
symmetrical, affects the hands and lateral aspect of the feet. The lesions are small, round or 
oval papules, isolated or in plaques, occasionally presenting a depressed center. They present 
a white-yellowish color. In the opinion of the authors, this condition is not uncommon, 

Canizares, New York. 


AtLercic Contacr DERMATITIS DUE To Exotic Woops, IN PArticuULAR KAMBALA-TEAK Woop. 
Kari-Hetnz ScHutz, Berufsdermatosen 5 :238-244 (Sept.) 1957. 

Contact dermatitis due to exotic woods is frequently observed among workers handling this 
type of material. The development of sensitization is favored by the presence of dust. Patch 
testing with Kambala-teak wood (Chlorophora excelsa) and chlorophorin, a substance isolated 
from the wood by King and Grundon, yielded strongly positive reactions. The chemical structure 
of chlorophorin is closely related to those of toxicodendrol and cardol. 

Butey, Champaign, III. 


THe PropreM oF HeErepity OF Psortasis. K. Hoepe, Hautarzt 8:433-438 (Oct.) 1957. 
The author pleads the case of psoriasis as a hereditary disease. 
Butey, Champaign, III. 
PorpHyriA CuTaNEA TARDA. Tionc Hoo Tro, Hautarzt 8:451-453 (Oct.) 1957. 
Observation and discussion of a case of porphyria cutanea tarda in the light of modern 
contributions in the world literature to the problem of porphyria are presented. 
Butey, Champaign, III. 
THE VALUE OF CHLORPROMAZINE IN THE TREATMENT OF SKIN Diseases. U. W. ScHNYDER, 
Hautarzt 8:455-457 (Oct.) 1957. 
In the treatment of severe pruriginous dermatoses, chlorpromazine has been found to be 
a most valuable adjuvant. Its various indications and dosages used by the author are discussed. 
Butey, Champaign, III. 


Tue ANTIHISTAMINIC SANDOSTENE AND Its COMBINATION WITH CALCIUM AS AN ANTI- 
PRURITIC AND ADJUVANT IN DERMATOLOGICAL THERAPY. T. NASEMANN, Hautarzt 8:457- 


459 (Oct.) 1957. 
Evaluation of Sandostene (thenalidine tartrate) and Sandostene +Calcium in the treatment 
of allergic and pruritic dermatoses is presented. In more than 80% of 1056 cases treated with 
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these compounds, lasting or temporary improvement of the pruritus could be obtained. 
Butey, Champaign, III. 


PIGMENTATION OF THE TONGUE IN AppISON’s DisEASE. K. KiTaAMuRA and Y. MISHIMA, 
Hautarzt 8:484-486 (Nov.) 1957. 

Observation of a case with Addison’s disease with marked pigmentation of the tongue is 
presented. The intrapapillary dopa-negative deposits of melanin are interpreted as deriving 
from the dopa-positive melanocytes in the suprapapillary portion of the basal-cell layer. 

Butey, Champaign, IIl. 


PHOTOALLERGIC EczEMA CAUSED BY “BLANKOPHORE” (OpticAL BLEACHING AGENTS). 
W. BurckHarpt, Hautarzt 8 :486-488 (Nov.) 1957. 


Light dermatoses are classified according to their toxic or allergic pathogenesis. Two cases 
of light sensitization elicited by “Blankophore” are reported. “Blankophores” are bluish- 
fluorescing dyes which are added to common laundry soaps and used in many white textile 
fabrics. 

Bu.ey, Champaign, II]. 


THE VACCINE TREATMENT OF MICROBIAL ALLERGIC REAcTIONS. H. Storck, Hautarzt 8:488-494 
(Nov.) 1957. 


Chronic allergic diseases, such as endogenous microbial ec*ema, vasomotor rhinitis, and 
bronchial asthma, were treated with Serobacterin (Sharpe & Dohme, Inc.) in relatively large 
doses, as recommended by Baird. The results (32% definite improvement and 31% questionable 
improvement) are encouraging, especially since they become evident even after a few injections. 
In 50% of the cases grippe-like states and exacerbations were observed as side-reactions which, 
however, were of a mild nature and could be easily controlled. 

Butey, Champaign, II. 


THE PHENOTYPICAL INHERITANCE OF ATOPIES (CONSTITUTIONAL NEURODERMITIS, BRONCHIAL 
ASTHMA, ALLERGIC Rutnitis). U. W. ScHNyDER afd W. KLunKEr, Hautarzt 8:510-511 
(Nov.) 1957. 

On the basis of the genealogy of 112 families of patients with neurodermitis and 235 families 
of patients with asthma and hay. fever, the difference in the phenotypical behavior of both 
groups is demonstrated. Cases of neurodermitis without respiratory atopy usually show only 
constitutional neurodermitis in their ancestry. Cases of neurodermitis with respiratory involve- 
ment derive from families with members suffering from both cutaneous and respiratory disease. 
“Polyphenic” pedigree patterns of atopic disease are actually rare, which suggests that the 
clinical form of atopy is codetermined by genetic factors. 

BuLey, Champaign, Ill. 


“EPITHELIOMA SPINO-CELLULARE SEGREGANS” (ADENOACANTHOMA OF SWEAT GLANDS [LEvER]). 
J. Devacrétaz; A. S. Mapyepi, and R. M. Loreran, Hautarzt 8:512-518 (Nov.) 1957. 
Fifteen cases of pseudoglandular tumors described by Lever under the name of adeno- 
acanthoma of sweat glands are discussed. The authors interpret these neoplasms as prickle- 
cell cancers which are cistinguished by a remarkable tendency toward individual keratinization 
and segregation (loss of intercellular bridges) of the cells. The relationship to sweat glands 
is denied, and, therefore, the term “epithelioma spino-cellulare segregans” is proposed. 
Butey, Champaign, II. 
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Books 


An Introduction to Medical Mycology. Fourth Edition. By George M. Lewis, M.D.; 
Mary E. Hopper, M.S.; J. Walter Wilson, M.D., and Orda A. Plunkett, Ph.D. Price, 
$15.00. Pp. 453. The Year Book Publishers, Inc., 200 E. Illinois St., Chicago, 1958. 


Clinical and Immunologic Aspects of Fungous Diseases. By J. Walter Wilson, M.D. 
Price, $6.75. Pp. 280. Charles C Thomas, Publisher, 301 E. Lawrence Ave., Springfield, 
Ill., 1957. 


Here are two excellent books which complement each other admirably; the first is a 
conventional type of text designed to offer a working knowledge of mycotic diseases; the 
second, something of a philosophical treatise concerned not so much with the mycotic diseases 
as with the reactions of the host to these diseases and designed to stimulate physicians to 
think more about the immunology of mycotic diseases. They are both eminently practical 
works. 

“An introduction to Medical Mycology,” by Lewis and Hopper, has gone through three 
editions. It has been the workbook of dermatologists since it was first introduced, in 1939. 
The fourth edition, enlarged and rewritten and with two new co-authors, will assuredly 
secure that position. It is well planned, beginning with an introductory account of the super- 
ficial mycoses and then going into various types of microsporiosis, trichophytosis, and the 
special types of superficial infections, as tinea versicolor and erythrasma, and then the deep 
mycoses. Each of these is considered with respect to clinical characteristics, differential diag- 
nosis, mycology, immunologic reactions, prognosis, and treatment. There are special chapters 
devoted to the physiology and nutritional requirements of dermatophytes, to immunology and 
allergic reactions to treatment, to laboratory methods, and to experimental aspects, and a 
chapter is devoted also to the important subject of contaminants. 

The book is easy to read, written with an economy of words in straightforward plain 
language. It is rich in illustration; 2 plates are in color, and the remainder, some 575, in 
black and white, are carefully chosen, excellent reproductions. It is interesting to note that 
the authors have not completely abandoned the use of x-ray therapy, though the field for its 
use has been sharply narrowed. 

Wilson’s “Clinical and Immunologic Aspects of Fungous Diseases” is another sort of 
book. The interesting historical introductions of each disease read like a novel. It is a difficult 
book to put down. The deep mycoses are discussed first and then the superficial, because the 
former are “more easily understood and thus constitute a base for study.” To establish the 
base, the author begins with a consideration of coccidioidomycosis, devoting seven chapters 
to it, because this disease “exhibits a unique series of well-defined phenomena in the realms 
of epidemiology, pathology, allergy and immunology which can be correlated with the clinical 
course of the disease in such a manner as to furnish better criteria for prognosis and treat- 
ment than we have in other diseases.” The other diseases are considered in a comparable 
manner, i. e., with attention to the dynamics. The emphasis is on immunologic aspects and 
their influence on the clinical course of mycotic diseases. There is a full discussion of the 
interpretation of skin tests. Laboratory details are mentioned but briefly and sometimes not at 
all. It is a discussion type of book, and so the author presents his own views on unsettied 
questions often, as he says, “without adequate proof.” Chronic localized cutaneous blasto- 
mycosis, for instance, is, according to the author, a special type of the disseminated disease, 
with origin in the lungs, and not a disease of the skin alone. To those who state that topical 
treatment of superficial infections is of no value and of no purpose, the author counters with 
the concept of “epidermal effluvial current.” And to explain his novel approach to the subject, 
Wilson suggests that “too much effort is being expended in studying the bugs and the drugs, 
and not enough in studying the mugs, the lugs, the pugs and perhaps the thugs who have 
acquired these infections.” 

The book is another in the American Lecture Series. It is all text—there are no illustrations. 
There is a relatively small list of references, and the book is well indexed. 

No dermatologic library can be up to date without these two books. 
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Kaposi’s Sarcoma. By Samuel M. Bluefarb. Price, $5.50. Pp. 171, with 67 illustrations. 

Charles C Thomas, Publisher, 301-327 E. Lawrence Ave., Springfield, Ill, 1957. 

This book on Kaposi’s sarcoma is very much needed. To my knowledge there is no other 
volume written in English which has covered this controversial subject so thoroughly. The 
neophyte is confused by various publications of various phases of this complex subject. Even 
experienced dermatologists, pathologists, and oncologists have confusing and contradictory 
views of the pathogenesis, the method of dissemination, and the treatment of this disease. 
The author has meticulously reviewed all the important works on this subject and has included 
the 291 references consulted at the end of the monograph. The chaos which has existed has 
partially been eliminated by the lucid manner in which the book is written. The clinical 
description of the disease is clearly detailed, and the natural evolution of a disease which 
affects so many organs is adequately described. The section on pathology is particularly good, 
especially the part dealing with pathogenesis. The various methods of treatment are discussed 
in detail, and the author confirms the consensus that treatment with varying qualities and 
quantities of x-rays is the method of choice. The author also refers to the reports from 
Boston of Hare and others who have obtained excellent results in some cases of Kaposi’s 
sarcoma treated with cathode rays. 

In summary, the book is well written, covers Kaposi’s sarcoma thoroughly in logical 
sequence and is authoritative. The controversial phases of the subject are well reported, and 
the book gives the reader the widest possible concept of this bizarre and multifaceted disease, 
particularly in its relation to the lymphomas and to other reticuloendothelial diseases. The 
printing, type of paper, format, and photographs are all good. The book is well conceived 
and well executed. 

It is recommended to all dermatologists, pathologists, and oncologists. 
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